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CORTISONE IN ULCERATIVE COLITIS 


FINAL REPORT ON A THERAPEUTIC TRIAL 


BY 


S. C. TRUELOVE, M.D., M.R.C.P. anon L. J. WITTS, M.D., F.R.C.P. 
Nuffield Department of Clinical Medicine, Radcliffe Infirmary, Oxford 


With the co-operation of Professor R. E. TUNBRIDGE and Dr. G. WATKINSON (Leeds), Dr. F. AVERY 
JONES and Dr. RICHARD DOLL (North-west Londen), Professor T. L. HARDY and Dr. C. R. 
ST. JOHNSTON (Birmingham), Dr. W. I. CARD and Dr. MAXWELL WILSON (Edinburgh), and 
Sir JOHN TAYLOR (Medical Research Council) 


In a preliminary report (Truelove and Witts, 1954) we 
have given the immediate results of a controlled trial 
of cortisone in the treatment of chronic ulcerative colitis. 
In the present paper it is intended to fill in some of the 
details about the immediate results and to report on the 
subsequent progress of the patients. The trial was con- 


fined to typical cases of chronic ulcerative colitis which 
would normally be expected to require at least six weeks’ 


treatment in hospital, and patients with regional colitis, 
ileitis, or proctitis were not inclided. A total of 213 
patients received treatment. Of these, three have been 
rejected from the analysis of results for the following 
reasons: one patient proved to be. suffering from 
carcinoma of the colon, one had had a colostomy, and 
in the third the records were inadequate. Of the remain- 
ing 210 patients, 109 received cortisone and 101 received 
the dummy preparation. 

Diagnosis—The diagnosis was established by the 
following criteria: (1) History. (2) Character of stools. 
(3) Sigmoidoscopy (in very ill patients, proctoscopy was 
regarded as sufficient). (4) Barium enema, except when 
the patient was gravely ill. (5) Absence of known 
pathogens in the stools. 

First Attacks and Relapses.—First attacks and relapses 
were handled separately in the design of the master 
sheets because previous work suggested that their prog- 
nosis might be different. Physicians were asked to 
classify the illness as a relapse when the patient had 
previously had an attack of bloody diarrhoea without 
evidence of a specific infection such as_bacillary 
dysentery. In patients with the chronic continuous 
form of the disease the illness was classified as a relapse 
if the symptoms had lasted more than two years. 

General Principles of Treatment.—In addition to the 
special tablets, patients received full therapy along the 
iines thought best by the physician in charge of them. 
The following general principles of treatment were 
agreed upon: (1) High protein, low residue diet with 
vitamin supplements. (2) Maintenance of water and 
electrolyte balance, if necessary by intravenous infusion. 
(3) Blood transfusions to maintain haemoglobin above 
70%. (4) Sulphonamides and antibiotics at the discre- 


tion of the physician in charge. (5) Rectal instillations, 
likewise at the discretion of the physician in charge. 
(6) Surgery should not normally be required during the 
period of trial, and would usually imply that the patient 
had failed on medical treatment. (7) Other forms of 
treatment at the discretion of the physician in charge 
of the patient. 

Dosage.—The actual dosage of cortisone used in the 
109 patients who received it was as follows: 


100 mg. a day for six weeks... aa 38 patients 
‘100 mg. a day for two to three weeks, 

followed by smaller doses of 50-75 mg. 

a day x aes “te is . 38 es 

Doses exceeding 100 mg. a day .. Pe 17 ee 

Therapy for less than six weeks .. er 16 we 
The patients in whom therapy was stopped before 
completion of the six-weeks period fell into two 
categories: first, those who were deteriorating on treat- 
ment ; secondly, some of the patients who went into a 


remission rapidly after beginning cortisone. 


PART A: SHORT-TERM RESULTS 


The effect ‘of treatment was assessed by placing patients 
into three categories at the end of six weeks’ treatment. In 
the majority this was the conclusion of their treatment; a 
minority during the second half of the trial received treat- 
ment for a longer period than six weeks, and for convenience 
in assessing the results their condition at the end of six 
weeks has likewise been taken. In some patients the specific 
therapy was stopped before six weeks had passed, as noted 
above, and their condition has been assessed at ‘the time 
when treatment was stopped. The three clinical categories 
were as follows : 

Clinical Remission —One or two stools a day without blood. 
No fever. No tachycardia. Haemoglobin normal or return- 
ing towards normal. E.S.R. normal or returning towards normal. 
Gaining weight. To be included in this category the patient 
was expected to show all the above features. In the great majority 
all these data were included in the records, but in some the data 
for haemoglobin, E.S.R., or weight were incomplete. In such 
cases all the available data had to conform to this schedule. 

No Change or Worse.—Self-explanatory. 

Improved.—All intermediate cases. 

The results for the whole group are shown in Fig. 1 and 
Table I, which demonstrate that the patients receiving 
cortisone enjoyed a clear-cut advantage over-the patients on 
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a dummy preparation. Thus about two out of every five 
patients on cortisone therapy were in clinical remission at 
the end of six weeks’ treatment, compared with less than one 
out of every six patients receiving the inert therapy. 

The results of treatment have been further analysed to 
show the difference between first attacks and relapses, the 
effect of differences in severity of the disease, and the rela- 
tive frequency of complications in patients treated with 
cortisone and not so treated. Fig. 2 and Table II show the 
results separately for patients admitted in their first attack 
of the disease and patients admitted in a relapse. In each 





WHOLE SERIES FIRST ATTACKS RELAPSES 
Cortisone Controt Cortisone Control Cortisone Contro! 
o_ Group Sroup see Group Group Group 














Ge No oa 





(ZZ improve 
(] Remission 
Fic. 1 , 
HEM No CHANGE OR worse 

Fic. 1.—Effect of treatment— IMPROVED 
whole series. Fic. 2.—Effect (] Remission 
of treatment, showing first 
attacks and relapses separately. Fic. 2 


TaBLe I.—Effect of Treatment on Whole Series 











Clinical State ; ‘ Cortisone Control 
at End of Treatment Group Group 
Remission .. al so 45 (41-3%) | 16 (15-8%) 
Improved ‘i tn aa 30 (27-5%) 25 (24-8%) 
No change or worse ae 34 (31-2%) 60 (59-4%) 
Total he .. | 109 (100%) 101 (100%) 
' 





z2=21-2. n=2. P<0-001. 


TaBLe II.—Effect of Treatment in First Attacks and Relapses 

















First Attacks Relapses 
Cortisone | Control Cortisone Control 
Group | Group Group Group 
Remission 19 (42:2%)| 5S (13-2%) | 26 (40-6%) | IL (17-5%) 
Improved 


No change or worse | 10 (22-2%)| 27 (71-1%) | 24 (37-5%) | 33 (52-4%) 

















16 (35-6%) | 6 (15-870) | 14 (21-9%) | 19 (302%) 
} 
} 


Total .. | 45 (100%) | 38. (100%) | 64 (100%) | 63 (100%) 
zx?=20-1 zy? =8-25 
n =2 n =2 
P< 0-001 0-02>P>0-01 





case the cortisone group shows results which are significantly 
better than those of its control group. The beneficial effect 
of cortisone appears to be particularly well marked in first 
attacks of the disease. Past experience has shown that first 
attacks are in general more dangerous than relapses, and this 
relationship holds good for the control groups. By contrast, 
among the patients treated with cortisone those in their first 
attack have fared somewhat better than those in relapse. 


Effect of Treatment in Relation to the Initial 
Severity 


As it has been found by analysing the data that the 
severity of the disease at the beginning of treatment has great 
bearing on the outcome of the illness it is worth while 
considering this item in detail. The severity of the illness at 
the beginning of treatment was assessed on the following 


criteria : 


- — 
i 


Severe.—Severe diarrhoea (six or more motions a day) 
with macroscopic blood in stools. Fever (mean evenj 
temperature more than 99.5° F. (37.5° C.), or a temperature 
of 100° F. (37.8° C.), or more on at least two days out of 
four). Tachycardia (mean pulse rate more than 90 per 
minute). Anaemia (haemoglobin 75% or less—allowance 
made for recent transfusion). E.S.R. much raised (more 
than 30 mm. in one hour). 

Mild.—Mild diarrhoea (four or less motions a day) with 
no more than small amounts of macroscopic blood in stools, 
No fever. No tachycardia. Anaemia not severe. E.S.R. 
not raised above 30 mm. in one hour. 

Moderately Severe.—Intermediate between severe and 


mild. 


TasLe Ill.—Effect of Treatment in Relation to Initial Severity 
of the Iliness 








Cortisone Group | Control Group 



































lekial 
a 
Severity "or ——— Imp. |Remission| N° eg Imp. [Remission 
' | | ——_— 
(a) First Attacks 
Severe .. | 4 5 3 12 3 0 
Moderate 6 10 8 12 2 2 
Mild .. 0 1 8 1 3 
Total 10 | 6 | 9 | 27 6 5 
(6) Relapses 
Severe .. | 9 3 7 | 13 6 1 
Moderate | 13 8 | a) 12 9 6 
Mild ..| 2 3 0 | 8 4 4 
Total | 24 | 14 | 26 33 19 Il 


' 





Table III sets out the results when patients in the various 
treatment groups are subdivided according to the severity of 
their illness at the beginning of treatment. 

It can be seen that in each of the four main treatment 
groups patients who were severely ill at the beginning of 
treatment did much warse than patients who were only 
mildly ill—a finding which is not surprising. However, it 
can also be seen that at each level of severity, in both first 
attacks and relapses, the cortisone-treated patients had a 
more favourable outcome 
than the corresponding 
control patients. The results 


EIRST ATTACKS 
Cortisone Group Control Group 








are more easily grasped by SEVERE 6ST] 
yeni. | Fig. te 3, ‘ oo MODERATE TS | 
shows the results of Table 

III expressed as propor- “"° cc 
tions. The numbers of en.artes 
patients in the individual Cortisone Group Control Group 


that random fluctuations 
are considerable, but the — “ae 


figure shows a general pat- MILO 
tern which illustrates the 
two points of consequence SB wo Cunt cn wonas 

, A KY improveo 
—namely: (a) that in each 0 

° REMISSION 

of the four main treatment . f 
groups the severity of the F1G.,3.—Effect of treatment in 
: oe relation to the initial severity of 
illness at the beginning of the illness. 
the trial period influenced 
the outcome ; (+) that at all levels of initial severity, in 
first attacks and relapses, the cortisone group compared 
favourably with its corresponding control group. 

This is a finding of considerable importance, as there has 
been dispute on whether treatment with cortisone should be 
limited either to mild cases or to severe cases of the illness. 
It is evident from the present results that cortisone is worthy 
of trial in all patients suffering from ulcerative colitis, irre- 
spective of the severity of the illness, unless there are special 
contraindications to its use. It is also clear that the ideal 
patient for cortisone therapy is one in his first attack while 
the disease is still mild. This is a policy of perfection which 
cannot be attained because many patients in their first attack 


sub-groups are small, so severe 
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begin suddenly with severe symptoms, but in the remainder 
in whom the onset of the disease is gradual it is a policy 
that should be put into effect. 


Sigmoidoscopy and Barium Enema 


Unfortunately the data provided by sigmoidoscopy and 
barium enema findings are incomplete. All patients had 
one or other of these examinations made before treatment 
began, and the majority had both, as part of the diagnostic 
criteria for admitting patients to the trial, but a large number 
of patients did not have these examinations repeated at the 
end of treatment. Some physicians are reluctant to carry 
out these examinations, once the diagnosis has been estab- 
lished, for fear of provoking recurrence, and others may 
have failed to appreciate their desirability as part of the 
assessment of results. 

With respect to sigmoidoscopic findings, there were 120 
patients who were examined at the end of their course 
of treatment, so that comparison can be made with the sig- 
moidoscopic appearances at the beginning. The results 
are shown in Table IV. Of the 120 patients, there were 


Taste IV.—Sigmoidoscopic Appearances in 120 Patients 
Examined at the End of Treatment 





Cortisone Group Contro! Group 





Normal or near-normal <a 19 6 
Improved is P Pam 14 12 
No change or worse. 30 39 








Total... | 63 57 





=7-81. n=2. P= 0-02. 


63 in the cortisone group and 57 in the control group ; and 
these two samples were closely similar in respect of sig- 
moidoscopic findings before treatment. At the end of 
treatment the cortisone sample contained approximately 
three times as many patients whose sigmoidoscopic findings 
were normal or near-normal. (The findings were classed as 
near-normal when slight hyperaemia or slight granularity 
was the only abnormal finding.) Comparison .of these 
two samples shows that the differences between them would 
be expected by chance about once in 50 times, so they 
may be regarded as significantly different. If we make the 
assumption that these samples of the cortisone and control 
groups are equally representative of their parent groups we 
may conclude that the patients treated with cortisone were 
more likely to show sigmoidoscopic improvement than were 
the patients of the control group. 

Further information accrues if we relate the sigmoido- 
scopic appearances at the end of treatment with the clinical 
state. Table V sets out this information in the form of 
simple contingency tables separately for first attacks and 
relapses in both treated and control groups. It will be 
seen that there is an obvious correlation between the clinical 


TasBLe V.—Sigmoidoscopic Appearances at the End of Six Weeks’ 
Treatment Compared with the C. linical State 








Control Group 


| Cortisone Group 








Sigmoidoscopic Sigmoidoscopic 4 
































Clinical | Findings Findings 
ee Aree Pasaaen 
| Normal | Unchd. Total Normal | | Unchd. Total 
or Near-| Impd.| or | or Near-| Impd.| or 
| normal | Worse } normal | | Worse 
| | 
First Attacks 
Remission | 7 J: 2 3 12 | er ee — 3 
Improved | = } 2 | - ) 3 — | 1 | 3 4 
Unchanged 
orworse)  — 1 5 6 — |} ij u 12 
Total ew aE Se 4| 4 | 19 
| 
Relapses 
Remission} 10 |) 7 4 21 3 2 5 10 
Improved — 1 6 7 1 4 8 13 
Unchanged 
or worse — , 2'.% 9 1 2 12 15 
18 | s | 25 | 38 


Tota! 10 | 9 








State at the end of six weeks’ treatment and the sigmoido- 
scopic appearances at that time. For example, the large 
majority of the patients who had normal or near-normal 
sigmoidoscopic findings at that time were patients who were 
in clinical remission. At the other end of the scale the 
majority of the patients who were unchanged clinically 
showed no improvement in the sigmoidoscopic appearances. 
However, the correlation is far from perfect, and in parti- 
cular it may be noted that a considerable number of the 
patients who were in clinical remission still showed no 
improvement in the sigmoidoscopic appearances. In this 
connexion it is important to observe that this particular 
finding was true in the control group as well as in the treated 
group—a point that is worth making because a number of 
workers have concluded that cortisone may suppress the 
symptoms of ulcerative colitis while the disease remains 
active in the colon. The fact that not only the treated 
but also the control group had examples of patients in 
clinical remission with sigmoidoscopic evidence of marked 
activity is thus of much interest. 

Data with respect to barium enema are even less adequate 
than those for sigmoidoscopy, because only 51 of the 210 
patients had a barium enema examination carried out at the 
end of treatment. The results for this sample are- shown 


TaBLeE VI.—Barium Enema Findings in 51 Patients Examined at 
the End of Treatment 











Cortisone Group | Control Group 
Normal oi on de 2 2 
Improved ms . < 10 4 
No change or worse _ a 14 19 
ee 26 25 
| 








in Table VI. Before treatment the 26 cortisone patients 
and 25 control patients had a similar range of barium enema 
findings. Only a small proportion of the sample show 
normal findings at the end of treatment, which is not 
surprising, as it is common experience that the changes 
found on barium enema examination in this disease’ may 
persist long after a complete clinical remission. A _ bigger 
proportion of patients show some improvement in the barium 
enema findings, although these have not returned to normal ; 
such improvement was more commonly found in the patients 
of the cortisone group. So far as we are able to deduce 
anything from such a small sample of the total number 
of patients the changes in the barium enema findings are in 
the same direction as the clinical response—namely, that 
the cortisone group do better than the control group. 


TaBLe VII.—Findings on Barium Enema Examination at the 
End of Treatment in Relation to the Clinical State 





























Cortisone Group Control Group 
Barium Barium 
Clinical Enema Findings Enema Findings 
State Total ; Tota! 
Normal or| Unchanged] Normal or | Unchanged 
Improved | or Worse Improved | or Worse 
Remission .. 10 | 5 15 | 1 5 
Improved .. 1 5 6 6 8 
Unchanged or 
worse 4 5 — | 12 12 
Total .. | 12 | 14 26 6 | 19 25 














Once again, further information accrues if we relate the 
barium enema findings at the end of treatment to the 
clinical state. Table VII sets out this information in a 
more compressed form than that used for the sigmoido- 
scopic findings because of the small numbers involved. It 
will be seen that there is some correlation between the 
clinical state at the end of treatment and the cating on 
barium enema examination. 


Complications 


The complications of ulcerative colitis are numerous and 
diverse. Cortisone might be feared to increase the risk 
of some of them, notably perforation of the bowel, massive 
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Taste VIII.—Complications During the Trial Period 





Control 
Group 


Cortisone 


Complications Group 





Perforation of the bowel leading to general 

peritonitis . . a a oa - ok 
Massive haemorrhage from the bowel... oe 
Local pyogenic complications around the rectum, 

such as ischio-rectal abscess and fistula-in-ano 
Gangrenous appendix leading to pelvic abscess .. 
Eye complications—namely, conjunctivitis, irido- 


-o 
—N ON 


cyclitis, and ulcerative keratitis . . 
Polyposis = - ee - 
Thrombo-embolic complications . . 
Aplastic blood disorder ; i ak 
Fibrotic stricture of rectum or sigmoid colon 
Ulcerative stomatitis ss + “A 
Pneumonia .. on o> i os ia 
? Pyodermia gangrenosa (a large carbuncle yielding 
sterile pus) ee te oy ee 3 


C=CO-Naw on 
——NVe wo 


So 














haemorrhage, pyogenic complications, and electrolyte dis- 
turbances. Table VIII sets out the complications which 
occurred in the various treatment groups. Comparison is 
not easy, because of the multiplicity of complications, but 
some tentative conclusions are possible : ° 

Perforation of the Bowel Leading to General Peritonitis.— 
This occurred in two patients, who were both in the control 
group. Both patients subsequently died. In this series, 
therefore, cortisone did not predispose to perforation. 

Massive Haemorrhage-—One instance occurred in a 
- patient receiving large doses of cortisone. She was treated 
with blood transfusion, and the cortisone was reduced. 
She recovered from the bleeding but died five weeks later. 

Thrombo-embolic Complications—Two patients of the 
cortisone group had venous thrombosis of the legs without 
serious effects. ~ One patient in the control group died 
from a pulmonary embolus associated with thrombosis of 
the left iliac vein. 

Pyogenic Complications—These were more numerous 
among the cortisone group, who had six cases of ischio- 
rectal abscess, or related local complications, and one case 
diagnosed as pyodermia gangrenosa. Among the control 
group there were two cases of recto-vaginal fistula, one of 
which was accompanied by gross perianal infection, and one 
patient developed a gangrenous appendix going on to a 
pelvic abscess. 

Eye Complications.—The cortisone group had three 
patients with ocular complications—namely, iridocyclitis, 
ulcerative keratitis, and conjunctivitis—whereas the control 
patients had none. 

Some degree of electrolyte disturbance was fairly common 
in both cortisone and control patients, but seldom reached 
serious proportions. The following brief details of a case 
of hypokalaemia in a control patient serves to illustrate the 
point that electrolyte disturbance may be profound in ulcera- 
tive colitis irrespective of therapy, and that any patient 
with a severe attack of this disease should be treated in a 
hospital with good biochemical facilities. 

The patient was a woman, aged 53, in her first attack. She 
was On inert tablets together with 1 g. of potassium citrate four 
times a day by mouth. On three occasions her serum potassium 
varied between 12.5 and 13.5 mg. per 100 ml., and finally fell 
to 11.3 mg. Repeated E.C.G.s showed changes in the S.T. 
segment compatible with hypokalaemia. At this stage the 
“cortisone” tablets were gradually reduced to nothing, and 
simultaneously the serum potassium level returned to normal 
values, this coinciding with a lessening of the patient’s symptoms. 


It is also of interest that some clinicians thought they 
could observe side-effects of cortisone in patients treated with 
inert tablets. For example, a patient in a sharp relapse 
of the disease was put on to inert therapy. There was a 
dramatic response, and she proceeded to a complete remis- 
sion, which was still maintained at the end of the follow-up 
period two years later. She gained weight rapidly, and the 
clinician looking after her was convinced that she had 
developed a “ moon-face” due to cortisone. 
~ With the possible exceptions of pyogenic complications 
and eye complications, there is no evidence that the cortisone 


—. 


group was more liable to complications than the contro} 
group. There appears to be a prima facie case for com. 
bining cortisone with penicillin and sulphonamides jg 
minimize the risk of pyogenic complications. 


lleostomy 

Twenty-four patients were submitted to ileostomy, with 
or without colectomy, during or not long after their course 
of treatment, because of failure of medical measures. Among 
the cortisone group there were 9 patients (8.3%) who were 
treated by ileostomy during the trial period or within the 
next six weeks, compared with 15 patients (14.9%) of the 
control group. 

Early Deaths 


There were 16 deaths during treatment or during the next 
two months. Five of these were among the cortisone-treated 
group (mortality 4.6%) and 11 among the control group 
(mortality 10.99). Eight of the deaths occurred among 
the 24 patients who were submitted to ileostomy, 2 of them 
being in the cortisone-treated group and 6 in the control 
group. Brief details of the early deaths are given below, 


First Attacks 


(a) Cortisone Group (2 DEATHS OuT oF 45 Cases) 

(i) Female Aged 28.—A severe case with gross constitutional 
disturbances and 16 stools a day containing blood. While on 
cortisone she showed slight improvement, the number of stools 
falling to ten a day, but there was slow but steady deterioration 
after the cortisone was stopped. Twenty-five days after the 
cortisone treatment she was treated by ileostomy, which was 
followed by death three days later. Post-mortem examination: 
Ulcerative colitis. 

(ii) Female Aged 67.—A severe case with faecal incontinence 
and gross blood in the stools, together with constitutional dis- 
turbances. She was treated with 100 mg. of cortisone daily for 
one week. Later the dose was increased to 200-300 mg. daily. 
After three weeks’ treatment she developed a severe rectal 
haemorrhage which caused the clinician to withdraw the cortisone 


gradually. Thereafter she went slowly downhill and died five 
weeks later. Post-mortem examination: Cachexia; ulcerative 
colitis. 


(b) Controt Group (6 DeaTtHs Out OF 38 Cases) 

(i) Female Aged 8.—Moderately ill on beginning treatment, 
which included repeated blood transfusions, chloramphenicol, and 
succinylsulphathiazole. She pursued a steady downward course, 
and ileostomy was carried out 18 days after stopping the control 
medication. She died 24 days after operation. 

(ii) Female Aged 50.—A severe case on beginning treatment, 
with fever, tachycardia, anaemia (haemoglobin=55%), and 
bloody diarrhoea. She Ueteriorated steadily during the trial 
period and afterwards, and the physician in charge remarked 
that “no treatment produced improvement.” She died eight 
weeks after the end of the trial. Post-mortem examination: 
Extreme ulceration of the lower two-thirds of the colon with 
multiple polypi (non-malignant). 

(iii) Male Aged 60.—A severe case which was unchanged at 
the end of the trial period. Two days later the patient was 
treated with ileostomy, but he died six weeks later. 

(iv) Female Aged 30.—A severe case on starting treatment. 
Ten days after starting the control medication there was a great 
increase in abdominal pain, and the next day laparotomy showed 
a gangrenous appendix and pelvic abscess. Seven days later 
control medication was stopped. The patient’s condition gradu- 
ally deteriorated, and five weeks later she was transferred to 
another hospital for total colectomy. She died post-operatively. 

(v) Female Aged 19.—There was progressive deterioration with 
the control medication, which was stopped after 11 days. Four 
days later she perforated and developed peritonitis. This was 
treated with antibiotics, but fever and diarrhoea continued, and 
ileostomy was carried out after two more weeks. She died four 
days post-operatively. 

(vi) Female Aged 52.—A moderately severe case which was 
unchanged at the end of the trial period. Two weeks later, on 
August 20, 1953, she was treated with ileostomy. She improved 
for a few weeks, but then deteriorated rapidly and died on 


September 28. 
Relapses 


(a) Cortisone Group (3 DEATHS OUT OF 64 CASES) 
(i) Female Aged 30.—A severe case with four years’ history of 
recurrent diarrhoea and more recent anaemia resistant to iron 
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therapy. During treatment her general condition deteriorated, 
with progressive anaemia and leucopenia. She then developed 
agranulocytosis with sore throat and a purpuric rash. The white 
blood count was 900 per. c.mm. and haemoglobin 33%. She 
died suddenly, presumably from a cerebral accldent. Her case 
was diagnosed as ulcerative colitis cemplicated by aplastic 
anaemia which was possibly related to a course of chloramphenicol 
given during the previous year. 

(ii) Male Aged 46.—A severe case which deteriorated steadily 
during the course of treatment. The patient was then treated 
with ileostomy and partial colectomy. He continued to deterior- 
ate post-operatively, and died three weeks later. Post-mortem 
examination: Ulcerative colitis, pericardial effusion, and broncho- 
pneumonia. 

(iii) Male Aged 61.—A severe case with a 30 years’ history of 
recurrent bloody diarrhoea. On the third day he died suddenly. 
Post-mortem examination: Generalized wasting due to ulcerative 
colitis of the whole colon, with gross polyposis. Brown atrophy 
of the heart. No evidence of coronary thrombosis or pulmonary 
embolus. 

(b) ControL Group (5 DEATHS OUT OF 63 CASES) 

(i) Male Aged 43.—A severe case in which the patient was im- 
proving on treatment but died suddenly one month after its 
beginning, because of a pulmonary embolus. Post-mortem ex- 
amination: Thrombosis of left iliac vein with extensive pulmonary 
embolus. Ulcerative colitis affecting the whole colon with 
polyposis. 

(ii) Female Aged 21.—A severe case which deteriorated during 
treatment. She discharged herself against advice, but died shortly 
after getting home. 

(iii) Female Aged 55.—A severe case which went downhill 
rapidly, the patient dying seven days after beginning the control 
medication. Post-mortem examination: Severe ulcerative colitis 
affecting the distal two-thirds of the large bowel. 

(iv) Female Aged 22.—Recurrent attacks of diarrhoea since the 
age of 11 years. She did not improve during treatment, which 
included penicillin, chlortetracycline, and succinylsulphathiazole. 
Subsequently developed thrombocytopenic purpura. T[leostomy 
performed, but she died five days post-operatively. Post-mortem 
examination: Pulmonary infarction; intestinal obstruction; wide- 
spread purpura; extensive ulcerative colitis with polyposis. 

(v) Female Aged 40.—A severe case. Two days after starting 
treatment she developed colonic perforation leading to general 

‘ peritonitis. This was attributed to the therapy, which was im- 
mediately stopped. She was treated with large doses of anti- 
biotics, but failed to improve, and died three weeks later. 


PART B: LONG-TERM RESULTS 


We have attempted to follow the subsequent progress of 
all the subjects who were treated in this therapeutic- trial. 
There are adequate follow-up data for a minimum period 
of nine months in respect of 205 patients out of the original 
210. The few patients for whom we have no follow-up 
data have either refused to continue to attend hospital or 
have changed their address and been lost sight of. However, 
the follow-up is complete enough for us to take these data 
as representative of the whole series, because the error intro- 
duced by doing this is small. 


Position Nine Months after the Trial 


The picture presented by the various treatment groups at 
the end of nine months’ follow-up is given in Table IX. 
Those classed as “symptom-free throughout” are patients 
who have remained in complete clinical remission since the 
trial period. By reference back to Table II it will be seen 
that the number of patients in the “ symptom-free through- 
out” group appears to be unduly high in relation to those 
going into remission in the acute attack. This is because 
some patients who were much improved during the trial 
period went quickly on to a remission and then remained 
symptom-free, and such patients have been placed in the 
“ symptom-free throughout ” category. A considerable pro- 
portion of patients in all groups experienced symptoms 
during the nine months that followed the trial period. They 
have been divided into continuous and intermittent symp- 
toms, a distinction which is easily made. Each of these 
categories has been further divided into severe or mild. 
The separation of symptoms into severe or mild has some- 
times been difficult with the data at our disposal, but we 


TasLe 1X.—Position at the End of Nine Months’ Follow-up 





First Attacks : Relapses 








Cortisone | Control | Cortisone | Control 
Group Group Group Group 








Symptom-free throughout. . 21 8 23 26 
Alive with —— ; ’ . : - ‘ 
(@) Mild { Wlermie | gil 3 +6 uf if! 
Intermittent 2 4 5 5 
(6) Severe 4 Continuous 24 s 4}8 47? 6s Il 
Alive with ileostomy a 3 7 11 5 
Dead Ay or. i 3* of 4t 6§ 
Totals os 43 38 64 60 

















* Includes 2 deaths “after ileostomy. 
+ Includes 7 deaths after ileostomy. 
t 1 suicide, 1 death from haemolytic anaemia after blood transfusion and 


2 after ileostomy. 
§ Includes 2 deaths after ileostomy. 


‘ 


do not believe that the error is large, because most of the 
patients fall obviously into one or other group. We have 
classed as severe those symptoms which have been bad 
enough to cause another admission to hospital or complete 
invalidism at home, whether the symptoms have been con- 
tinuous or intermittent. At the other end of the scale, many 
patients have short bouts of diarrhoea or passage of blood 
in the stools, or they may continuously have mild diarrhoea 
or slight rectal bleeding, with- 

out much ill effect upon their = eyRsT partacks 
health, The “dead” cate- corse come! 
gory is obvious, and it in- 
cludes all deaths from the 
beginning of the trial. 

A more clear-cut picture 
emerges if we condense the 
data so that patients in each 
treatment group are placed in 
three categories : (i) Symptom- 
free throughout, (ii) alive but 
with symptoms, (iii) dead. 
Table X and Fig. 4 show 
these results. 

It will be seen that the first 
attacks and the relapses have 
behaved differently from one 
another. In the first attacks _= 


RELAPSES 

















P DEAD ‘ 
the cortisone-treated group ALIVE, but with symptoms 


has maintained an advantage (J SYMPTOM-FREE throughout 
over its corresponding control yg. 4.—Position nine months 


group. The difference be- after trial period. 
tween these two groups is 

statistically significant. By contrast, the relapse group treated 
with cortisone has lost the advantage it enjoyed at the end of 
the trial period. The control group has slightly more patients 
in the “symptom-free throughout” category and slightly 
more deaths, but these differences are small and would be 
expected to arise by chance sampling errors about once in 
every three times. To summarize, therefore, by the end of 
nine months from the trial period the first attack and relapse 
groups are showing clear-cut differences. While patients in 
their first attack who were treaféd with cortisone maintain 


TaBLe X.—Position in the Various Treatment Groups Nine 
Months After the Trial Period 


























First Attacks Relapses 
Cortisone Control Cortisone Control 
Group Group Group Group. 
Symptom-free 
throughout 21 (48:8%)| 8 (21-:1%) | 23 (35-9%) | 26 (43-3%) 
Alive with symp- 
toms .. 5 . (42%) 21 (55-3%) | 37 (57-8%) } 28 16.360 
Dead 3 (70%)| 9 (23:7%)1 4 (6:3%)) 6 (10. 2) 
Total .. | 43 (100%) 38 (100%) 64 (100%) 60 (100%) 
e x2 =8-65 x2=1-70 
n =2 n =2 
0-01< P< 0-02 0-3 <P<0-5 
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a clear-cut advantage Over the corresponding control group, 
the initial advantage enjoyed by the relapse cases treated 
with cortisone has been lost. 


Position at the End of the Follow-up 


At the end of the follow-up there is information about the 
same 205 patients, but the period of follow-up varies from 
a minimum of nine months to more than two years. How- 
ever, the distribution of length of follow-up is similar for 
the various treatment groups, so that comparison between 


TaBLe XI.—Position at the End of Follow-up Period 





First Attacks Relapses 





Control 
Group 


Cortisone 
Group 


Control 
Group 


Cortisone 
Group 





Symptom-free throughout . - 15 21 
Alive with symptoms: 


: Intermittent 7 6 
(a) Mild { Continuous 6 tt3 gp to 
Alive with ileostomy 4 s 
Dead nae oa 3§ 78 


Continuous 
Totals ve on 43 60 




















* Includes 2 deaths after ileostomy. 
ee 7 deaths after ileostomy, and | from probable coronary throm- 
is. 
t Includes | suicide, | death from haemolytic anaemia after blood trans- 
fusion and 2 after ileostomy. 
§ Includes 3 deaths after ileostomy. 


them is valid. Approximately half the patients in each 
treatment group have been followed up for longer than 
18 months .from the trial period. 

Table XI sets out the position in the various treatment 
groups at the end of the follow-up. 

Once again it is easier to compare them by condensing the 
data so that patients are placed into one of the three follow- 
ing categories : (i) Symptom-free throughout, (ii) alive but 


with symptoms, (iii) dead. 
FIRST ATTACKS RELAPSES 


These data are displayed in 
corgoup Grup "Grou Group Table XII and Fig. 5. It will 


be seen that compared with 
the position at the end of nine 
months there is a_ general 
worsening of the picture, with 
a small increase in the num- 
ber of deaths and a reduction 
in the number of patients who 
have remained symptom-free. 
However, the same distinction 
exists between first attacks 
and relapses as was noted 
nine months after the trial 
period—namely, that patients 
in their first attack treated 
with cortisone preserve an 
advantage over their controls, 
whereas the patients in re- 
lapse treated with cortisone 
present virtually the same pic- 
ture as their corresponding 























ALIVE but with symptoms 
C——) «= SYMPTOM-FREE throughout 
Fic. 5.—Position at end of 
follow-up period. 


Taste XII.—Position in the Various Treatment Groups at the 
End of Follow-up 








First Attacks 


Control 
Group 


Relapses 


Control 
Group 





Cortisone 
Group 


Cortisone | 
° Group | 





21 (35-0%) 


32 (53-3%) 
7 (11-7%) 


60 (100%) + 


Symptom-free 
throughout .. | IS (349%) 
Alive with symp- | 
toms .. .. | 25 (S8-1%) | 24 (63-2%) | 38 (59-4%) 
Dead ‘ ee 3 (7-07) | 9 (23-7T%) 6 (94%) 


43 (100%) | 38 (100%) | 64 (100%) 


$5 (13-2%) | 20 (31-2%) 





Total 











z = 7-74 z =@-489 
n =2 n =2 
P=~0-02 P2265 
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control cases. Both at nine months and at the end of the 
follow-up it is the control group of patients in their firgt 
attack of the disease which presents the worst picture. This 
finding reinforges the conclusion we arrived at from the 
short-term results—that it is patients in their first attack of 
ulcerative colitis who are most conspicuously benefited by 
treatment with cortisone. 


Surgery 

It was mentioned in Part A that 24 patients were treated 
by ileostomy (with or without colectomy) during the trial 
period or shortly afterwards. Another 20 patients were 
treated by ileostomy during the period of follow-up, making 
a total of 44 patients in all. Of these, 14 (31.8%) were 
dead by the end of the follow-up period. The majority 
of the deaths in the surgically treated patients occurred 
shortly after the initial operation, but some followed a later 
operation (for example, a colectomy after an earlier ileo- 
stomy), and in a few the ileostomy later gave rise to compli- 
cations which were fatal. These findings demonstrate the 
widespread use of surgery to-day, for more than one-fifth 
of the original group of cases have been treated surgically in 
the course of a comparatively short period. The high mort- 
ality in the surgical group does not appear to have been 
due to postponement of operation by the therapeutic trial, 
In the selection of cases it was advised that patients likely 
to require early surgery should not be admitted to the trial, 


Late Deaths 


In addition to the 16 deaths which occurred during the 
trial period or shortly afterwards, there were 9 deaths during 
the period of follow-up, making a total of 25, or 11.9% of 
the original 210 patients. Brief details of the later deaths 
are given below. 


First Attacks 


(a) C ” ~ ca Group (1 DeaTH OUT OF 43 PATIENTS FOLLOWED 
P) 

(i) Female Aged 24.—A severe case which went into remission 
on cortisone therapy but relapsed immediately it was stopped.., 
Cortisone was recommenced, and she again went into remission 
although sigmoidoscopy and barium enema showed evidence of 
disease. It was decided to treat her with ileostomy, which was 
carried out on January 30, 1953, with simultaneous right hemi- 
colectomy. On March 6, 1953, left hemicolectomy was performed. 
Thereafter she improved well, but on May 22, 1953, she was 
admitted to hospital with acute intestinal obstruction, from which 
she died. Post-mortem examination confirmed the cause of death. 


(6) ControL, Group (3 DEATHS OUT OF 38 PATIENTS FOLLOWED 
Up) 

(i) Female Aged [9.—A very severe case that was unchanged 
at the end of the trial period. She continued to suffer from severe 
diarrhoea, anaemia, and loss of weight, and four months later, 
in December, 1952, ileostomy was carried out. In January, 1953, 
she was readmitted with a septic arthritis and total colectomy 
was carried out on March 31, 1953. There was gradual deteriora- 
tion in her condition post-operatively, with breaking down of 
her wounds, and she died on April 23, 1954. Post-mortem 
examination: Cachexia. Chronic peritonitis, with retroperitoneal 
abscesses following total colectomy. 

(ii) Male Aged 63—A moderately severe case that went into 
remission. He remained symptom-free until his sudden death 
one year after the trial period, which was attributed to coronary 
thrombosis. 

(iii) Female Aged 28.—A severe case that showed some improve- 
ment during the trial period. She continued to improve, and 
was discharged home at the end of January, 1953. A _ severe 
relapse occurred and she was readmitted at the end of February. 
She gradually improved, and it was decided to carry out ileostomy 
and total colectomy, which was done on May 27, 1953. She 
died six days post-operatively. Post-mortem examination: Gross 
generalized peritonitis and paralytic ileus. 


Relapses 
(a) Cortisone Group (3 DEATHS OUT OF 64 PATIENTS FOLLOWED 
Up) 
(i) Male Aged 64.—A patient with a 33-years history of ulcera- 
tive colitis who was admitted in relapse. At the time of 
beginning cortisone treatment he was classed as a mild case 
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Sigmoidoscopy showed polyposis, which was confirmed by biopsy, 
but no evidence of malignancy was seen in the biopsy specimen. 
Two months after the trial period he was readmitted with a recur- 
rence of bloody diarrhoea. Three months later he developed 
jaundice, and the liver gradually increased in size and showed 
irregularity due to secondary deposits. He died two months after 
the onset of jaundice. Post-mortem examination: Entire colon 
almost denuded of mucosa except for pseudo-polyps. Numerous 
areas of thickening of the colon, not necessarily in relation to the 
polypi, which on section showed carcinomatous infiltration. 
Secondary deposits in liver, 

(ii) Female Aged 47,—A moderately severe case with a six-years 
history of intermittent symptoms. She improved on cortisone 
therapy, and was discharged with mild diarrhoea but with no 
blood in the stools; eight months after discharge, however, she 
committed suicide. 

(iii) Female Aged 39.—A moderately severe case that went into 
remission on cortisone therapy. Two months later she had a 
? perforation with development of a pelvic abscess. She was 
admitted to another hospital for total colectomy; it was then 
found that the perforation had been of the appendix. Following 
the colectomy she developed acute haemolytic jaundice attributed 
to blood transfusion and died. 


(b) ControL Group (2 Cases ouT OF 60 PaTIENTS FOLLOWED 


Up) 
(i) Female Aged 38.—A moderately severe case that was im- 


proved on control medication. She was discharged with mild 
diarrhoea though without blood in the motions, but developed a 
severe relapse and was readmitted for surgery. Ileostomy and 
total colectomy were carried out four months after the trial period. 
She made good progress, but four months later developed ob- 
struction of her ileostomy. This settled on conservative treat- 
ment, but then recurred. Operation was carried out with relief 
of the abdominal distension, but peritonitis occurred with sub- 
phrenic abscess and the patient died. Post-mortem examination: 
Subphrenic abscess and generalized peritonitis following perfora- 
tion of the ileum. 

(ii) Female Aged 71.—A moderately severe case which did not 
benefit from medical treatment during the trial period, but which 
later improved until her discharge from hospital in November, 
1952. with mild diarrhoea and with small amounts of blood in the 
motions. She was readmitted in February, 1953, with a right 
hemiparesis due to cerebral thrombosis and with evidence of 
active ulcerative colitis persisting. The hemiparesis cleared up 
well and she was discharged in March, 1953. She was 
readmitted later in that month for rectal incontinence, which did 
not respond to medical treatment. Three months later ileostomy 
and colectomy were carried out, with initial improvement, but 
she then developed generalized oedema and fever which led to 
death. Post-mortem examination: Peritonitis. 


DISCUSSION 


In our preliminary report it was demonstrated that corti- 
sone greatly increases the chances of remission or improve- 
ment in chronic ulcerative colitis. This is particularly true 
of first attacks of the disease, but it is also true of relapses. 
It can now be added that it is true of all grades of severity 
of the disease. Nevertheless, cortisone is not a specific 
remedy for ulcerative colitis, and much the best results are 
obtained in early cases in which the disease is only moder- 
ately severe. Cortisone does not increase the risk of severe 
complications such as haemorrhage and perforation, and 
the mortality is lower in treated cases. There is a possi- 
bility that cortisone may increase the lecal and remote 
infectious complications, such as ischio-rectal abscess and 
iritis, and on this account it would seem wise to supplement 
it by antibiotics or sulphonamides. 

The duration of treatment in the present trial was limited 
to periods of from six weeks to three months. The follow- 
up examinations have shown that the effects of such a 
course of treatment are likely to be temporary. This is 
especially true of chronic cases of the disease, which have 
lost the advantage they gained over the control group by 
the end of nine months. It is also true of the first attacks, 
though here the advantage is longer preserved and is still 
evident at the end of two years. It is highly desirable to 
carry out a controlled trial of maintenance therapy with 
cortisone to see if the beneficial effects can be maintained 
or if the patient eventually becomes resistant to the treat- 
ment. This we are in process of doing. 


In the meantime there seem to be good grounds for advis- 
ing that early cases of ulcerative colitis should promptly 
be brought under treatment with cortisone, which should, 
if necessary, be given in considerably higher dosage than 
has been used in the present trial. When treatment is suc- 
cessful, as it is likely to be in a substantial proportion 
of cases, they should be kept under careful supervision 
so that treatment can be promptly resumed if symptoms 
recur. 

The trial has given us an opportunity to follow 205 cases 
of ulcerative colitis for an average period of eighteen months. 
From the circumstances of the trial their progress can be 
assumed to be at least as good as, and probably better than, 
the average for the country as a whole at the present time. 
Of these patients 61 are symptom-free, 119 have symptoms, 
and 25 are dead. Ileostomy, with or without colectomy, 
has been carried out on 44 patients, and of these'14 are 
dead. One patient has died of carcinoma of the colon, but 
the risk of carcinoma has not loomed large in the present 
series of cases. The position is that, of a fairly representa- 
tive sample of cases of ulcerative colitis admitted to hospital 
at the present time, 12% are dead and a further 15% have 
a permanent jleostomy at the end of an average of eighteen 
months. 

It is now generally agreed that, once irreversible damage 
has been done to the colon and the patient has persistent 
troublesome symptoms, it is wisest for him to submit to 
ileostomy, which is nowadays usually combined with 
colectomy. In skilled hands, the mortality for these pro- 
cedures can be reduced to a reasonable level and the results 
are good. The results of surgery in this series compare 
unfavourably with those obtained in centres wheré a special 
interest has been taken in the surgical treatment of ulcera- 
tive colitis. This does not appear to have been due to post- 
ponement of operation by the therapeutic trial, for it was 
advised that patients likely to require early surgery should 
not be admitted to the trial. Nor is it due to any ill effect 
of the cortisone, as the mortality was higher in patients who 
had not had cortisone than in those who had. A relatively 
high mortality is not uncommon in the development of new 
operative procedures, and it is likely that the mortality of 
surgical treatment of ulcerative colitis over the country as 
a whole will fall. Nevertheless, it would seem that more 
attention should be devoted to getting cases of ulcerative 
colitis to hospital at the earliest possible stage. Resolute 
medical treatment for the first few weeks, supplemented with 
cortisone and followed by attentive supervision, might pre- 
vent the irremediable damage to the colon which nowadays 
so often leads to invalidism and, unless treated by ileostomy 
and colectomy, is likely to prove, fatal. 


SUMMARY 
A therapeutic trial of cortisone in non-specific ulcera- 
tive colitis has been carried out in five hospital regions. 
Of the 210 patients reported, 109 were treated with 


. cortisone, the usual dose being up to 100 mg. a day for 


six weeks, and 101 received an inert preparation of 
similar appearance. Physicians were not informed which 
preparation the patient was receiving. 

At every stage of severity of the illness, and in both 
first attacks and relapses, the cortisone-treated patients 
did better than the corresponding control patients. 
Cortisone was particularly beneficial in first attacks of 
the disease. 

Patients treated with cortisone were somewhat more 
likely to suffer from pyogenic complications than patients 
not so treated, but the two groups did not differ appreci- 
ably in other complications. When patients are treated 
with cortisone it is probably wise to employ penicillin 
or sulphonamides in addition. 

Sigmoidoscopy was carried out at the end of treatment 
on 120 patients so that comparison could be made with 
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the sigmoidescopic appearances before treatment. Nor- 
mal or improved sigmoidoscopic appearances were more 
frequent in the cortisone group. Similarly, for 51 patients 
examined by barium enema at the end of treatment, 
improvement in the radiological appearances was more 
common in the cortisone-treated patients. 

Deaths were less frequent among the cortisone group 
than among the controls ; brief details are given of the 
fatal cases. 

Follow-up information is available for an average 
period of eighteen months in respect of 205 patients out 
of the original 210. 

Nine months after the trial period patients treated 
with cortisone in the first attack preserved a clear 
advantage over the corresponding control group. By 
contrast, relapse cases treated with cortisone had lost 
the initial advantage they showed at the end of the 
trial period. 

At the end of the follow-up period, essentially the 
same pattern existed as at nine months, but with a slight 
worsening of the general picture. j 

About one-fifth of the original group had been treated 
by ileostomy by the end,of the study. Of these 44 
patients, 14 (31.8%) were dead at the end of the 
study. 

Cortisone is a valuable addition to the medical treat- 
ment of ulcerative colitis. We think it likely that better 
short-term results than we have obtained in the present 
trial could be achieved by the use of higher doses when 
necessary. However, its effect is far from permanent, 
particularly in the established disease, though it is 
possible that. more prolonged treatment than we have so 
far used will give better long-term results. 
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Suppurative lymphadenitis is generally regarded as the 
most critical local complication of B.C.G. vaccination 
and has been shown by numerous workers (de Bruijne 
et al., 1952; Mande and Huét, 1952 ; Biering-Sorensen, 
1953; Gaisford and Griffiths, 1954; W.H.O. Tubercu- 
losis Research Office,. 1955) to vary in frequency and 
severity with the age of the child and the dose of vaccine. 
In general, the younger the child and the stronger the 
dose of B.C.G., the higher the frequency of enlarged or 
perforated glands—and this seems to be true whether 
vaccination is made by intradermal injection, multiple 
puncture, or scarification (Mande, 1954). Few studies- 
have, however, been made on the relation between the 
dose of vaccine and the degree of B.C.G.-induced tuber- 
culin sensitivity in newborn infants. 

The present paper is a preliminary report of an inves- 
tigation being carried out in the newborn. It was 
designed to study the frequency and severity of glan- 
dular involvement (and of the local vaccinal lesion) and 
the degree of tuberculin sensitivity after intradermal 
B.C.G. vaccination in relation to the dose of vaccine and 
the vaccination procedure. For this purpose more than 
1,500 newborn babies have been vaccinated with various 
doses of B.C.G., either by a single injection or by 
dividing the dose into two, giving 0.1 ml. into each 
shoulder. The first babies to enter the study were born 
(and vaccinated) in November, 1953, and each week 
thereafter for the following 14 months (up to and includ- 
ing January, 1955) newborn babies have been added to 
the study. A one-year follow-up of all vaccinated 
babies will be completed in January, 1956. 

The study is a joint effort of the Public Health Nurses 
Agency of Copenhagen (Kobenhavns Sundhedsplejerske 
Institution), the B.C.G. Department of the State Serum 
Institute of Denmark (Statens Seruminstitut), and the 
W.H.O. Tuberculosis Research Office (T.R.O.). The 
work is being carried out in co-operation with the two 
municipal maternity hospitals of Copenhagen. A pre- 
liminary report of the findings, together with a broad 
outline of how the work is being done, seemed war- 


ranted at the present time because of the immediate ° 


practical implications of the results obtained so far. 


Material and Methods 


Babies born in the two maternity hospitals during the 
period November, 1953, to January, 1955, inclusive, and 
for whom permission for B.C.G. vaccination had been 
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given by both the mother and hospital staff, have been 
included in the study. Decision regarding the eligibility 
of each baby rested with the hospital staff, who were 
responsible for obtaining the mother’s permission and 
for excluding those with medical contraindications such 
as prematurity, illness, tuberculous milieu, etc. Babies 
to be included in the study were listed by the hospital 
staff, and the list was followed by the vaccinating team. 


B.C.G. Vaccine 

The B.C.G. vaccine used in the study consisted 
of batches prepared every second week at the 
State Serum Institute and used five and twelve 
days after harvest. Seven different dilutions were 
prepared for the study: 2/1, 1/1, 1/2, 1/4, 1/8, 
1/16, and 1/32 of the standard strength vaccine. (The 
standard strength contains 0.75 mg. per ml.) To ensure 
as uniform a vaccine product as possible for the 31 
batches used throughout the vaccination period of 15 
months, all of the batches were prepared by the same 
person according to the standard technique used in the 
Institute since January, 1952, and the diluting procedure 
was the same for all batches. 

All vaccines used in the study were subjected to the 
same control measures applied by the Institute for all 
current batches. -Among these measures was the deter- 
mination of the content of viable bacillary units based 
on colony counts after inoculation into Léwenstein- 
Jensen medium. The counts have not revealed any 
notable variation from batch to batch in the number of 
viable organisms. 


Vaccination Procedures 

The vaccination was carried out without a previous 
tuberculin test. Six different doses of vaccine were 
given : 0.15 mg. of B.C.G., which when divided in two 
injections has been recommended for the vaccination of 
newborn infants in Denmark until now ; 0.075 mg., the 
Danish “ standard ” dose for schoolchildren and adults ; 
and 1/2, 1/4, 1/8, and 1/16 of this standard dose. Each 
of the six doses was given as a single injection of 0.1 ml. 
or as two injections of 0.1 ml. each with vaccine half as 
strong, thus making 4 total of twelve different groups 
vaccinated intradermally (as listed in Table I). All vac- 
cinations were given in the most superficial layer of the 
Skin overlying the lower insertion of the deltoid muscle 
of one or both shoulders. 


The twelve different combinations of vaccine strength 
and vaccination procedure were allocated to the babies 
according to a strict randomization scheme, each com- 
bination being given to about the same number of 
children. 


All vaccinations were given by one experienced nurse 
from the T.R.O. All vaccine ampoules were labelled in 
code, the significance of which was unknown to the 
vaccinator. The vaccinator was accompanied by a statis- 
tical clerk, who verified that the vaccinator gave the 
vaccination as specified in accordance with the randomi- 
zation scheme. 


Follow-up Procedures 

The follow-up was carefully planned and organized in 
advance to assure that a sufficiently high proportion of the 
babies could be followed and the demands for objectivity in 
making observations could be met. The follow-up includes 
periodic examination of regional lymph nodes, quantitative 
measurement of B.C.G.-induced tuberculin sensitivity, and 
examination of the local vaccinal lesion. 

Examination of axillary and cervical lymph nodes is being 
made by the 65 nurses of the Public Health Nurses Agency 
of Copenhagen. The nurses visit all babies born in Copen- 
hagen at regular intervals during the first year after birth. 
At seven of the visits—those made at one, two, three, four, 
six, nine, and twelve months—a special] examination has 
been included for babies in the study: both right and left 
axillae and right and left cervical regions are carefully pal- 
pated, and enlarged nodes are graded, by size, by reference 
to a set of three wooden balls carried by each nurse. The 
balls are 9 mm., 16 mm., and 25 mm. in diameter, and pal- 
pable lymph nodes are classified as smaller than ball number 
1, between balls 1 and 2 in size, between balls 2 and 3, or 
larger than ball 3. Skin changes overlying enlarged nodes 
(infiltration of the skin, etc.) are also described, and the 
presence of perforation or scar after perforation or incision 
of glandular abscesses is noted on the record cards. 

While the health nurses would in most cases be able to 
see whether a baby had been vaccinated in one or both 
shoulders, they have no way of knowing what strength of 
vaccine was used. Nor do they retain a record of their 
findings from one examination period to the next: imme- 
diately after each examination the results are sent by mail 
to the T.R.O. 

Tuberculin-testing and examination of the local vaccinal 
lesion is being done by a T.R.O. team, arrangements for the 
team’s home visit being made in advance by the public health 
nurses. Each baby is scheduled to have a tuberculin test 
once during the follow-up period. In order to study the 
development of post-vaccination allergy, the time interval 


TaBLe I.—Number in Each of the 12 Vaccination Groups and Extent of Follow-up Examinations by February 1, 1955, 


for 1,513 Newborn Babies Vaccinated during the Period November, 1953, to January, 1955 












































Vaccination Examination of Post-vaccination Allergy ne =e 
Group and Vaccinal Lesions Examination of G 

a Examination Scheduled No. of Infants Examined at (Months) 
oO } No. . 

Vaccine in Total | Vacci- Dec. 15, 1953-Feb. 1, 1955 | rey 1 | 

Fractions | No. of | Dose of nated 1955— 
of Injec- B.C.G No. Visited* Feb. 1 1 2 3 4 6 9 12 

Standard | tions (mg.) —_—— No. Not 1956. 

(0-75 Tuberculin- | Not Tuber- | Visited No. 

mg./ml.) tested culin-tested F 
2 1 0-15 124 59 13 14 38 106 98 88 77 64 42 13 
1 2 0-15 129 63 5 28 33 113 96 89 77 65 41 13 
1 1 0-075 126 71 5 23 27 107 102 85 82 72 47 14 
1/2 2 0-075 | 127 70 5 17 35 116 102 89 78 69 44 15 
1/2 1 0-0375 130 65 13 18 34 121 110 99 85 76 49 8 
1/4 2 0-0375 133 80 6 19 28 124 112 100 88 77 44 14 
1/4 1 0-0188 122 45 8 20 49 103 93 82 69 57 34 7 
1/8 2 0-0188 122 71 7 21 23 105 96 87 84 65 a4 il 
1/8 1 0-0094 132 67 28 30 109 104 98 89 74 46 16 
1/16 2 0-0094 128 65 9 22 32 115 102 95 79 64 33 il 
1/16 1 0-0047 119 63 10 14 32 109 96 87 79 69 39 18 
1/32 2 0-0047 121 73 7 34 114 107 96 86 66 43 16 

Total 1,513 . 792 95 231 395 1,342 1,218 1,095 973 818 506 156 
































* Allinfants visited, except two, were examined for vaccinal lesions. 
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between vaccination and the tuberculin test is varied : about 
half of the total group are tested between one and four 
months after vaccination, the remaining half between four 
and twelve months; and, within these two broad intervals, 
about an equal number are tested during each three-weeks 
period. The time set for each ba») was picked at random 
so there would be no systematic relation between a particular 
vaccination procedure and the interval between vaccination 
and testing. 

The tuberculin test is made by intradermal injection of 
0.1 ml. of a 5 T.U. (0.0001 mg.) dilution of P.P.D., RT XIX- 
XX-XXI, from the State Serum Institute. The nurse who 
gives the tests also examines the vaccinal lesion by measur- 
ing and recording the widest transverse diameter of indura- 
tion and of an ulcer, scab, scar, or any other finding. Four 
days later another nurse reads the tuberculin reactions by 
palpating and measuring the transverse diameter of indura- 
tion without knowing the strength of vaccine used. 


Study Population 

A total of 1,513 babies have been vaccinated from 1 to 
11 days after birth during the period November, 1953, to 
January, 1955, and, as shown in Table I, they are rather 
evenly distributed throughout the 12 vaccination groups. 
The home visits scheduled for 1,118 babies during the first 
half (December 15, 1953, to February 1, 1955) of the follow- 
up period were carried out in 887. The 95 who were not 
tuberculin-tested either had recently been tested elsewhere 
or had some intercurrent disease at the time scheduled for 
examination ; and most of the 231 not visited were no longer 
accessible for follow-up. As few refused the follow-up 
examination there is no reason to believe that the losses can 
prejudice the results of the study. 


Results 


Regional Lymph Nodes 

Both left and right axillary and cervical regions are 
examined for enlarged or perforated lymph nodes or skin 
changes overlying the nodes at seven intervals during the 
follow-up period: at one, two, three, four, six, nine, and 
twelve months after vaccination. The results are shown in 
Fig. 1 for the three strongest doses at all except the twelve- 
months examination period—the number examined at twelve 
months is still small. Some enlarged lymph nodes* have 
been noted within the first few months after vaccination, 
but the frequency increases sharply up to the ninth month. 
Extrapolation of the trend makes it probable that some 
glandular abscesses will perforate as late as one year after 
vaccination, 

The frequency of enlarged and perforated glands shows a 
pronounced dependence on the dose of vaccine. ° Among 
all the babies given one of the three weakest doses (not 
shown in the figure) only one had a perforated gland, three 
had skin changes overlying glands, and two had enlarged 
glands. j 

For a better estimate of the relation between the dose 
of vaccine and the frequency of glandular complications a 
preliminary analysis has been made of the findings in the 
current total of 834 babies examined at one or more of the 
six-, nine-, and twelve-months periods. The results are 
shown in Table II. The infants have been grouped accord- 
ing to the total dose of B.C.G. injected and, for each dose, 
whether it was given in one or two injections. The fre- 
quency of glandular complications cannot be shown to differ 
statistically whether the total dose of B.C.G. was given in 
one or two injections. 

The relation between total dose of B.C.G. and the 
frequency of complications is clear from Fig. 2: the 0.15- 
mg. dose has given rise to complications in 25% of the 
babies examined, the 0.075-mg. dose in 10%, and the 0.0375- 
mg. dose in less than 5% ; the weaker doses have caused 
only an occasional enlargement or perforation. If attention 








*Only glands classified as larger than ball number 2 (16 mm. in 
diameter) are regarded as enlarged in this connexion. 


is directed only to perforated glands and to skin changes 
(which in practically every case have signalled impending 
perforation) the frequencies are about 20%, 6%, and 2% 
for the three strongest doses of B.C.G. used in the study, 
Almost all of the perforated glands have been found jn 
the axillary region ; only 2 out of a total of 37 perforations 
observed after six months have occurred in cervical regions. 
The frequency of glandular complications is higher- for 
five-day-old vaccine than for 12-day-old vaccine, as shown 
in Table III, giving the frequency of complications for the 
three strongest doses of B.C.G. for the two different intervals 
between harvest of the organisms and use of the vaccine. 


Tuberculin Sensitivity 


The tuberculin sensitivity produced by the various vaccine 
doses and procedures is shown in Fig. 3, where the hori- 
zontal scale gives the time in weeks after vaccination (birth), 
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Fic. 1.—Frequency of enlarged and perforated glands among 


infants at different times after B.C.G. vaccination. The number 
above each bluck indicates the number examined. 
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Fic. 2.—Frequency of enlarged and perforated glands among 

infants examined six months or later after vaccination, accord- 

ing to total dose of B.C.G. vaccine. The number above each 
block indicates the number examined. 
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Taste Il.—Most Severe Finding among Infants Examined at Least Once, Six Months or Later after Vaccination* 
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Total Dose and No. of Injections 





























Most Severe Finding 0-15 mg. 0-0375 mg. 0-0188 mg. 
1 2|Total} 1 | 2 |Total|; 1 2 |Total{ 1 2 |Total| 1 2 |Total| 1 2 | Total 
Sige of gland: | 
“pe a“ - | 41 12 53 53 53 | 106 70 St | 121 52 65 | 117 72 56 | 128 69 66 | 135 
<1 or 1-2 8 38 46 12 | 10 22 7 21 28 6 2 8 2 7 9 an 3 
2-3 or >3 . 4t 8t Pig 4 os 1 1 ae a0 vet 1 1 oe ae — 
Skin change fe ag 2 4 1 1 2 = it it; — — — ox nen ae ena ill aay 
Perforation or scar after | | 
“perforation -- | il il 22 6t | 3 tT; — 5 5 _ on a anid | It 3 gem bth mabe 
Total .. | 66 | 67 | 133 73 | 70 | 143 77 | 79 | 156 58 | 67 | 125 74 | 65 | 139 | 69 | 69 | 138 
| | | 












































children. Only the most severe observation is included for each side. 
¢ Including one observation in the cervical region. 


Taste Iil—Most Severe Finding among Infants Vaccinated with the Three Strongest Doses According to Storage 
Period* of the Vaccine 


* For infants given two injections, observations on both sides are included. The 20 perforations after vaccination with two injections occurred in 14 










































| Total Dose: 0-15 mg. Total Dose: 0-075 mg. Total Dose: 0-0375 mg. 
Most 
Severe Finding | Vaccine Stored | Vaccine Stored Total Vaccine Stored | Vaccine Stored | Total Vaccine Stored | Vaccine Stored Total 
| for 5 Days for 12 Days for 5 Days for 12 Days | ™ for 5 Days for 12 Days 
—_— — } 
Size of gland: 
0 ec s si | 19 34 53 53 53 106 2 64 121 
<1lor 1-2.. 29 17 46 14 | 8 22 1 12 28 
2-3 0r >3.. Tt 1 8st 2 2 4 1 — 1 
Skin change .. - 4 —_ 4 1 | 1 2 It — It 
Perforation or scar | 
after perforation .. | 16 6 22 7 2t | 9F 1 4 5 
Totals. | 75 | 58 133 77 | 66 143 16 80 156 
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INTERVAL BETWEEN VACCINATION AND 
TUBERCULIN TESTING (weeks) 


Fic. 3.—Mean size of induration of reactions to 5 T.U. among 
infants according to time after B.C.G. vaccination. 
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TOTAL DOSE OF BCG (mg) 


Fic. 4.—Mean size of induration of reactions to 5 T.U. among 
infants, 18-50 weeks after vaccination, according to total dose of 
B.C.G. vaccine. ‘ 


* The storage period is defined as the period between harvest and_use. 


t Including one observation in the cervical region. 


and the vertical scale the mean size of induration of re- 
actions to the intradermal 5 T.U. test. The three curves 
give the results grouped according to ‘total dose of vaccine, 
regardless of whether that dose was given in one or twe 
injections. Each pointt on a curve represents the mean 
response of a different group of babies, as each baby in the 
study was tested only once during the follow-up period. 

The mean size of the tuberculin reactions increases during 
the first four months—more sharply with the stronger than 
with the weaker doses—and then remains unchanged up to 
the end of the year. Comparisons of the degree of allergy 
produced by the different vaccine doses and procedures are 
therefore based on observations made between the 18th and 
the 50th week after vaccination ; and such comparisons are 
made in ’ ig. 4 according to the total dose of B.C.G. injected. 
Frequency distributions by. size of induration for the 12 
groups are given in Table IV. 

The level of allergy produced by intradermal vaccination 
is clearly related to the dose of vaccine injected. Halving 
the dose results in a reduction of about 1 mm. in the mean 
tuberculin reaction size ; and this seems to be true whether 


_ Vaccination is made with one or two injections. It would 


also appear that the degree of post-vaccination allergy is 
slightly higher when & prescribed total dose of vaccine is 
given in two 0.1-ml. injections rather than in a single 0.1-ml. 
injection. ' 

In contrast with the frequency of glandular complications, 
the degree of allergy does not appear to be affected by 
whether the vaccine was stored for five or twelve days 
before use (Table V). 


Vaccinal Lesions 


The character of the vaccinal lesion changes considerably 
with time : an infiltrated area soon appears at the vaccina- 
tion site, and develops in its centre a superficial ulceration 
which may be open and moist but more often is covered 
with a crust beneath which the ulcer persists for some time. 
The lesion finally heals, leaving a permanent scar. For 





tEach point (except the last) is based on 24 to 63 observations ; 
the last point on each curve is based on 10 to 18 observations. 
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TABLE IV.—Distribution by Size of Reaction to the 5 T.U. Test, 18-50 Weeks after Vaccination, for the 12 
Vaccination Groups 





Total Dose of B.C.G. Injected (mg.) and No. of Injections 
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Taste V.—Mean Size of Induration of Reactions to § T.U. 18-50 
Weeks after Vaccination According to Storage Period of 
Vaccine* 











Vaccine Reactions Dose of B.C.G. Injected (mg.) 
Stored to : ' 
or (Days) 5 T.U. 0-15 | 075 | 0-0375 0-0188 0-0094 | 0-0047 
5 No. 17 25 20 17 19 22 
Mean (mm.) 16-2 14-2 13-4 12-6 12-1 12-2 
12 No. 14 21 18 19 15 13 
Mean (mm.) 16-1 14-3 134 12-7 12-9 78 
| 

















* The storage period is defined as the reriod between harvest and use. 


present purposes the extent of the ulceration has been taken 
as a quantitative measure of the vaccinal lesion: the dia- 
meter in millimetres of the ulcer or crust or scar. 

Results are presented according to strength (rather than 
total dose) of vaccine, as babies who were given two injec- 
tions have two lesions, and each lesion is taken as a separate 
finding. As shown in Fig. 5, the size of the lesion increases 
rapidly during the first six weeks after vaccination and then 
tends to remain relatively stable. 

Fig. 6 compares the mean size of the vaccinal lesion 
during the period 6-50 weeks after intradermal vaccination 
for the different strengths cf vaccine used in the study. 
As the lesions in babies given two injections did not differ 
in size from the lesions in babies given only one injection 
with the same strength of vaccine (as shown in Table VD), 
a single curve can be shown to describe the findings. The 
lesion size is clearly related to the strength of the vaccine : 
the strongest vaccine (2/1 standard) gives lesions averaging 
6.5 mm. in diameter, the weakest (1/32 standard) averaging 
3 mm. smaller. 


Discussion 


Although the follow-up of the study had not been com- 
pleted when this report was written, the findings so far 
available bring out a number of critical points relating to 
intradermal vaccination of newborns. 

The present study was designed to permit careful 
examination of the development of allergy and glandular 
complications during the first year after vaccination. The 
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Fic. 6.—Mean size of vaccinal lesions among infants, 6-50 weeks 
after vaccination, according to strength of B.C.G. vaccine. 





maximum size of the tuberculin reactions was observed at 


‘ about four months after vaccination; hence, assessment of 


post-vaccination allergy in infants should probably be 
delayed until at least four months after vaccination if a 
quantitative measure is desired. The findings differ from 
those in schoolchildren, in whom the tuberculin reactions 
reach a maximum size at two months or even earlier 
(Edwards et al., 1953). Whether the delay in infants is due 
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to a prolonged period of allergy production or simply that 
the reactions increase in size as the infants grow older, it 
is not possible to determine from this material ; but there is 
no’ doubt that infants can respond to B.C.G. vaccination 
with the development of a strong degree of tuberculin sen- 
sitivity. With the product and procedures used in the 
present study, we have not met with the difficulties described 
by Jensen (1942) in making infants tuberculin-positive 
through B.C.G. vaccination. . 

The glandular complications also develop many months 
after vaccination, a large proportion at six months or later 
and very few before three months. In an earlier study of 
pre-schoolchildren (W.H.O. Tuberculosis Research Office, 
1955) it was found that some glands perforated as early as 
10 weeks after vaccination and that all glands that per- 
forated at a later period had been enlarged at 10 weeks. 
This may mean that glandular complications, like tuberculin 
sensitivity, develop later in infants than in older children. 

Vaccinating the infants by dividing the total dose into 
“two injections, a procedure recommended by some workers, 
does not seem advantageous. The frequency of glandular 
complications is at least as high, and the allergy is only 
slightly stronger. 

Results of the present study suggest that a glandular com- 
plication may not be a strictly local phenomenon. If it were, 
one would expect twice as many enlarged glands in babies 
given two injections as in those given only one injection of 
the same strength vaccine, but the babies given two injec- 
tions had more than twice as many complications as the 
others. _Whether or not this finding proves significant must 
await completion of the follow-up for the entire study 
group. 

The period of time that the vaccine was stored before 
it was used affected the frequency of glandular complica- 
tions but not the post-vaccination allergy: 5-day-old vac- 
cine gave a significantly higher frequency of perforated and 
enlarged glands than 12-day-old vaccine, yet no difference 
could be demonstrated in the degree of allergy produced 
by the two. A similar trend has also been found by further 
analysis of material previously published on B.C.G. vaccina- 
tion in schoolchildren (Edwards and Gelting, 1950). This 
seems to indicate that the factors responsible for glandular 
involvement are not entirely the same as those responsible 
for the production of tuberculin sensitivity. 

The total intradermal dose of B.C.G, vaccine affects the 
frequency of lymph-node complications as well as the degree 
of tuberculin sensitivity : both increase with an increase in 
the dose. But the relative increase in frequency and severity 
of lymphadenitis is much greater than the relative increase 


in degree of sensitivity. Within the range of doses from 
0.0375 to 0.15 mg., the frequency of lymph-node complica- 
tions increases from less than 5% to around 25%, while the 
average size of tuberculin reactions increases by about 2-3 
mm. The size of the vaccinal lesion also shows a relatively 
slight increase with increasing dose of vaccine. 

Similar results have been reported by Gaisford and 
Griffiths (1954), who also used Danish vaccine but varied 
the total dose from 0.15 mg. to 0.0375 mg. by varying the 
amount of standard strength vaccine (0.075 mg. per 0.1 ml.) 
injected. They report a reduction in glandular abscesses 
from about 12% to less than 1% by reducing the amount 
injected (as a single dose) from 0.2 ml. fo 0.05 ml., and the 
tuberculin sensitivity, as judged by the Mantoux 100 T.U. 
test, was “ perfectly satisfactory ” from ten weeks onwards : 
all of the babies reacted with at least 5 mm. of induration, 
about half of them with 15 mm. or more. 

The preliminary results reported here would leave little 
doubt that the total dose of B.C.G. injected is of paramount 
importance in affecting the frequency of suppurative lymph- 
adenitis in the newborn. Moreover, the frequency can be 
dramatically reduced with relatively little effect on the 
degree of post-vaccination tuberculin sensitivity by judicious 
adjustment of vaccine dosage. 


: Summary 

A preliminary report is given of a study of B.C.G. 
vaccination in newborn infants. The study was designed 
to investigate the frequency and severity of lymph-node 
involvement and the degree of post-vaccination tuber- 
culin sensitivity in relation to the dose of B.C.G. given 
by intradermal vaccination. A total of 1,513 newborn 
babies have been vaccinated within 11 days of birth by 
one of twelve procedures: injection in one or both 
deltoid regions with six different total doses of B.C.G. 
vaccine ranging from 0.15 to 0.0047 mg. The one-year 
follow-up, which includes periodic examination of 
regional lymph nodes, quantitative measurement of 
tuberculin sensitivity, and examination of the local vac- 
cinal lesions, will not be completed for all babies until 
January, 1956. A report of the results obtained so far 
seemed warranted because of their immediate practical 
implications for vaccination of the newborn. 


The relation between total dose of B.C.G. and the 
frequency of lymph-node involvement is clear: the 
strongest dose (0.15 mg.) has given rise to enlarged or 


TaBLe VI.—Distribution by Size of Vaccinal Lesion 6-50 Weeks after Vaccination According to Strength of Vaccine 
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perforated nodes in 25% of the babies examined at six 
months or later after vaccination, the 0.075-mg. dose in 
10%, and the 0.0375-mg. dose in less than 5%; the 
weaker doses have caused only an occasional enlarge- 
ment or perforation. For perforated nodes and over- 
lying skin changes only, the frequencies are 20%, 6%, 
and 2% for the three strongest doses. . 

The degree of tuberculin sensitivity is also directly 
related to the dose of vaccine, although halving the total 
dose results in a reduction of only about | mm. in the 
average size of the reaction to the 5 T.U. intradermal 
test. The reactions increased in size up to about four 
months after vaccination, then remained stable through- 
out the remainder of the year. 

Vaccinal lesions were largest, averaging 6.5 mm. in 
diameter, with the 0.15-mg. intradermal dose and about 
¥ mm. smaller with the weakest dose. 

Little advantage was found in giving the total dose of 
B.C.G. in two injections, one in each shoulder, rather 
than in a single injection. 

An indication was also found that the B.C.G. vaccine 
used five days after harvest produced a slightly higher 
frequency of glandular complications than vaccine used 
twelve days after harvest, while the degree of allergy was 
apparently no different. 

The present results confirm reports of other workers 
that the frequency of glandular complications is 
markedly reduced by reducing the dose of B.C.G. by 
one-half or one-quarter. Moreover, the present study 
has shown that such a reduction has only a slight effect 
on the degree of post-vaccination tuberculin sensitivity. 
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A total of 1,972 beds.with an additional 170 beds in 
mental hospitals were set aside for tuberculosis patients in 
1954, records the annual report of Liverpool Regional Hos- 
pital Board Regional Tuberculosis Service. The number 
of deaths from respiratory tuberculosis has dropped from 
1,286 in 1948 to 465 in 1954. Admissions totalled 3,192 for 
respiratory tuberculosis, a substantial decrease over the pre- 
vious year, and 214 for non-respiratory. The waiting-list 
for admission to regional hospitals was down to 109 patients ; 
it was 453 in 1949. Total attendances at chest clinics and 
hospitals where tuberculosis cases are seen for examination, 
follow-up, and treatment numbered 189,299. There were 
19,899 registered patients on December 31, 1954. New cases 
diagnosed during the year were 2,389 respiratory and 245 
non-respiratory. 879 major surgical operations for tuber- 
culosis were performed. The work of the four mass radio- 
graphy units has proceeded on similar lines to previous 


years. 
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A PLEA FOR SIMPLICITY* 


BY 


Sir ROBERT MACINTOSH, D.M. 
F.R.C.S.Ed., F.F.A. R.C.S., D.A. 


Nuffield Professor of Anaesthetics, University of Oxford 


I believe that in many circumstances anaesthetic 
apparatus is unnecessarily bulky and complex, and J 
think that a plea for simplicity is likely to commend 
itself. 

I have introduced the phrase “in many circum- 
stances’ to placate those of you who do not believe 
there is virtue in simplicity for its own sake. As a Dutch 
colleague remarked to me, “ Why make it simple when 
you can keep it complicated?” And to these I would 
make it clear that I am not concerned here with what 


anaesthetists do in London, New York, or Toronto, | 


am prepared to concede that in favoured centres, where 
maintenance technicians are always to hand and sup- 
plies present no problem, elaborate apparatus, on 
occasions, gives some modest benefit to the patient ; but 
I do hold the view that in more backward communities 
substantially comparable results can be obtained with 
something much more simple. 


Basic Equipment 


I freely admit that a few items of equipment are highly 
desirable. I was invited to Spain in 1937, during their Civil 
War, and it soon became evident that certain surgical pro- 
cedures—I have in mind, for example, repair of wounds of 
the head and neck—had to be carried out at considerable 
disadvantage to patient, surgeon, and anaesthetist because 
of lack of apparatus. During the six weeks I was there I 
did not see a cylinder of oxygen or of any other gas, and 
literally no other apparatus but an Ombrédanne, which is 
nothing more nor less than an outrageous French copy of 
the inhaler which Clover (1877) described 31 years before 
Ombrédanne (1908). Luckily I had brought with me a 
laryngoscope and endotracheal tubes—for these, too, were 
locally unavailable ; and I don’t suppose anyone will dispute 
the statement that endotracheal intubation is practically 
essential for safe and tranquil anaesthesia for a large num- 
ber of operations above the level of the clavicle. 

For operations on the head and neck any anaesthetic 
apparatus must be set at a slight distance from the patient 
so as to allow the surgeon feasonable access to the field of 
operation. I improvised a vaporizer from a tin can (a tip 
I learned from Flagg) and connected it by, tubing to the 
proximal end of the endotracheal mount (Macintosh and 
Pratt, 1939). The only means by which the vapour in the 
primitive inhaler can be conveyed to the lungs is the inspira- 
tory effort of the patient. A good deal of rebreathing is 
inevitable, and this is necessarily accompanied by accumu- 
lation of carbon dioxide and a decrease of oxygen in the 
inspired mixture. One sensed at once the great handicap of 
not having some vis a tergo in the form of a flow of gases 
to carry the vapour to the patient, and to clear the breathing- 
tube of carbon dioxide. 


Disadvantages of Elaborate Apparatus 


That is one side of the apparatus question. The range 
of surgical activity can be restricted, and indeed the safety 
of the patient may be jeopardized because of the absence 
of a few small and inexpensive pieces of anaesthetic equip- 
ment; but, on the other hand, I deplore the development 
of apparatus along what I call battlesh’p lines. During the 
war I was responsible for advising the D.G.M.S. of the 


*Read at the Joint Annual Meeting of the British Medical 
Association, Canadian Medical Association, and Ontario Medical 
Association, Toronto, 1955. 
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R.A.F. on anaesthetics, and it was always a matter of some 
anxiety lest, in Iceland, Africa, or Burma, even the relatively 
simple Boyle’s apparatus issued to our hospitals might be 
put out of commission because of the failure of some small 
part; and there was always the possibility that the intact 
apparatus might be rendered completely valueless because 
of the non-availability of cylinders of the gases it was 
designed to deliver. Any attempt to justify the general type 
of apparatus I am dealing with must be based on the belief 
that gases in cylinders are indispensable if good results are 
to be obtained. I do not think I would trouble to challenge 
this view were it not that I am still concerned with the 
needs of mobile hospitals and anaesthetists; and I know 
from recent experience that there are many parts of the 
world where nitrous oxide is still a highly expensive luxury. 

Let me give but one example of the sort of thing I have in 
mind. I was in India a couple of years ago. A mission 
hospital there imports cyclopropane from England. Even 
oxygen has to come from Madras, and nitrous oxide has 
to be transported from Calcutta, 1,800 miles away. This 
may not seem an impressive distance in North America, but 
in India transport facilities leave much to be ‘desired. Be- 
cause of expense the stock of cylinders was restricted to 40. 
The orderlies would sometimes allow the reserve to run very 
low, when frantic telegrams would be dispatched. Delivery 
was complicated by Hindu festivals—and there are many— 
for then the lorry drivers halt by the wayside for as many 
days as the festival lasts. 

In the immediate post-war years distinguished foreign sur- 
geons visiting clinics in England and the North American 
continent often commented on the fact that the uniform 
smoothness of the anaesthesia contrasted with the bouts of 
turbulence which prevailed from time to time in their own 
operating theatres. The visitor tended to attribute the 
credit for this to the apparatus in use, and not to the man 
behind it. It followed naturally that he should order one 
of these chromium-plated monsters for himself: and he 
was surprised, and indeed disgruntled, when it failed to 
deliver the goods in his own clinic in the hands of his 
attractive female assistant. I have seen one such machine 
in a corner of the operating-room, where it had remained 
unused for months after dispatching an unfortunate victim 
who might have survived the insult of open ether. How 
much better it would have been if that hospital had bought 
simpler apparatus and spent the balance of the money on 
training someone to vse it properly. 

My case in brief is that nitrous oxide and cyclopropane, 
though useful, are far from indispensable, as they can be 
replaced by agents which do not have to be stored in 
cylinders, and which can be administered with precision by 
much simpler and lighter apparatus that suffices for any 
operation at all. 

Muscle Relaxants 


The anaesthetist’s job is not only to render the patient 
unconscious but to abolish reflex response to surgical 
stimuli ; and these are very far from the same thing. As 
a very rough guide, the dose of an anaesthetic which pro- 
duces unconsciousness has to be increased some six to 
eight times to providé the flaccid abdomen which allows 
the surgeon to operate at ease. And these larger doses, even 
when skilfully administered, are responsible for an almost 
inevitable hangover. In a nutshell the modern approach is 
to give light general anaesthesia to ensure unconsciousness, 
and then to abolish reflex response to stimuli by one of the 
relaxants, which in themselves do not cause any metabolic 
upset. The operating conditions are excellent and the post- 
operative malaise is negligible. 

The muscle relaxants are a boon, and they have come to 
stay—and here I pay my tribute to Harold Griffith, of 
Montreal, for the introduction of one of the really great 
advances in medicine. In competent hands the relaxants are 
safe ; but if refinement is to be achieved one must be able 
to inject them intravenously, in small doses, at short notice, 
as required. If their effect begins to wear off on a lightly 
anaesthetized patient chaos can soon result. The time 





margin between perfect operating conditions and a struggling 
though unconscious patient is small. In order to have com- 
mand of the situation the anaesthetist now demands an ever- 
open vein—just as a few years ago he demanded an ever- 
open glottis, and ensured it by inserting an endotracheal 
tube. He now leaves in the vein a needle through which 
injections can be given at will. An intravenous drip can 
be set up for this purpose, but this is a cumbersome pro- 
cedure if the object is solely to keep the needle free from 
blood clot: a Mitchell (1952) needle is equally effective and 
much simpler. The principle of this ingenious little device 
is explained by Fig. 1. The needle lies within the vein and 





Fic. 1.—The working principle of the Mitchell needle. 


a swab presses the tissues over the point. An intravenous 
injection can be made at any time merely by attaching the 
syringe to the hub of the needle. When the syringe is dis- 
connected the external pressure of the swab over the point 
is sufficient to prevent reflux of blood and clotting within . 
the lumen, be 

It will often be found convenient to insert the needle into 
a vein on the dorsum of the hand, and steady it by strapping. 
The elbows are now flexed, and secured by rolling the night- 
gown up and tying with a piece of bandage as shown in 
Fig. 2. This position gives admirable exposure for abdom- 
inal surgery without putting any strain on the arms, and 
makes the hand veins accessible to the anaesthetist. 


The Hand Bellows 


If I had to give priority to any one piece of anaesthetic 
apparatus I would name the small hand bellows with uni- 
directional valves in the supporting base (Macintosh, 1953), 
shown on the left in Fig. 3. When the face-mask is applied 
to the patient breathing normally, the movement of the 
valves with respiration is clearly seen. On inspiration air 
is drawn in through the inlet in the base, and the expired 
gases are directed to the ‘outside air through the one-way 











' 
Fic. 2.—Method of exposing the abdominal wall which makes 
the hand veins accessible to the anaesthetist. 
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valve near the mask. If respiration is inadequate and needs 
assisting, or if it. isin abeyance and needs controlling, 
this is easily accomplished by the anaesthetist compressing 
the bellows, transferring the contents to the patient’s lungs. 
As the bellows is re-expanded it fills again with fresh air 
drawn in through the inlet. There is no simpler way of 
giving artificial respiration; and it has proved useful not 
only during anaesthesia but for months on end in cases of 
poliomyelitis. 

There is a fairly widespread belief that the respifatory 
muscles should not be paralysed during anaesthesia unless 
cylinders of oxygen are to hand. The oxygen has to be 
under pressure to fill a rubber bag; and when this is 
squeezed the oxygen is transferred to the patient's lungs. 





Fic. 3.—Easily portable anaesthetic apparatus. The valves in the 
hand bellows ensure unidirectional flow. 


When cylinders are not available—I have encountered this 
situation on several occasions, even (in the Far East) in 
medical schools—the patients would be denied the advantage 
of relaxants, Cylinders of oxygen are far from necessary. 
There is plenty of oxygen in God’s good air provided one 
has the means of transferring it to-the patient’s lungs. It 
is an easy enough matter to fill the bellows with air, and 
artificial respiration can be continued indefinitely by com- 
pressing it intermittently. 


Ventilation 


If a patient breathing air is a good colour before, say, 
a cholecystectomy, he will remain so throughout the opera- 
tion under curare provided adequate ventilation with air is 
maintained ; moreover, if ventilation is adequate carbon 
dioxide will be eliminated. A good colour here is a reason- 
able assurance that there is nothing to worry about so far 
as oxygenation and elimination of carbon dioxide are con- 
cerned, If, however, through faulty technique the pul- 
monary exchange is allowed to fall off, this is revealed by 
the patient becoming a poor colour; and the anaesthetist 
receives this salutary warning that ventilation is not as good 
as it should be. For it is good to remind ourselves that 
controlled respiration, like normal respiration, serves a 
double putpose—to supply oxygen and to get rid of carbon 
dioxide ; and the importance of the latter is often over- 
looked. The young anaesthetist in charge of the gas 
machine may not notice that he is bolstering up a woefully 
deficient pulmonary exchange by increasing the flow of 
oxygen. The patient is kept pink all right, but carbon 
dioxide accumulates, and post-operative collapse or respira- 
tory depression from this cause may be an embarrassing 
“sequel. 

Two Common Misconceptions 

This is an opportunity to clear up two more quite com- 
mon misconceptions. Controlled respiration by positive 
pressure can be carried out satisfactorily without an endo- 
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tracheal tube. When artificial respiration is necessary jp 
the curarized patient the adductor muscles of the larynx, 
like the rest of the striped muscles of the body, are relaxed, 
The glottis is patent, so that when the bellows is com. 
pressed the lungs are inflated easily. Unstriped muscle 
however, is unaffected by curare, so that the tone of the 
distal half of the oesophagus offers considerable resistance 
to the passage of air. Air will pass into the stomach only 
when the pressure within the bellows is excessive, and this 
is likely to happen in two conditions—if the airway is ob- 
structed for any reason, or if the lungs are already wel] 
inflated. If pressure on the bellows is continued after the 
lungs are full—and this mistake can easily happen jn 
children with a small vital capacity—it may rise to the point 
where it overcomes the sphincter-like action of the circular 
fibres of the lower end of the oesophagus, when air will be 
forced into the stomach. 

The remaining misconception to which I want to draw 
attention is the belief that a closed circuit is necessary to 
carry out controlled respiration with positive pressure. This 
is easy to disprove, since positive-pressure ventilation has 
been maintained for very long periods on poliomyelitis 
victims without a closed circuit. In the curarized patient al] 
one has to do is to raise the mask slightly after the lungs 
have been inflated: expiration now takes place passively 
because of the recoil of the elastic tissue in the lungs, If 
the larynx is intubated a Cobb (1943) connexion is fitted, 
The hole in this is covered by the anaesthetist’s finger during 
inflation, and uncovered to allow expiration. 

It is noticeable what a large number of operations can 
be undertaken safely and with ease provided one has a 
Mitchell needle and the hand bellows. Injected through the 
needle thiopentone ensures unconsciousness, and any of the 
relaxants absence of response to stimuli ; and manipulation 
of the bellows provides adequate pulmonary exchange with 
air. There are some anaesthetists who hold that an inhala- 
tion agent should be used to maintain unconsciousness, and 
even as the source of muscular relaxation. With this in 
mind, gas and oxygen, if available, can be run in through 
the tap at the base of the bellows; or the air inlet can 
be covered with gauze into which any predetermined liquid 
anaesthetic is dropped. A little more elegance is achieved 
by replacing the gauze with a can of liquid anaesthetic. On 
inspiration, anaesthetic vapour in air passes to the patient; 
or the anaethetist, by compressing the bellows rhythmically, 
can waft the mixture to the patient—a state of affairs not 
unlike the more elaborate gas machines. 


Use of the Vaporizer 


The truly grand may turn up their noses at the tin can, 
and demand the refinement of a scientifically designed vapor- 
izer through which the air is directed on its way to the 
patient (Fig. 3, right). The details of the vaporizer are 
described elsewhere (Epstein and Macintosh, 1955). By set- 
ting the control tap, any state ranging from mere uncon- 
sciousness to profound general anaesthesia can be provided. 
With the curarized patient the control tap of an ether 
vaporizer can be set as low as 2-3%, and the hand bellows 
used to inflate the lungs with this concentration of vapour. 
This is strong enough to keep the patient unconscious, yet 
it is so weak that he recovers promptly, with negligible 
after-effects. If a relaxant is not used the control tap will 
have to be moved to the 15-20% region for straightforward 
deep ether anaesthesia, 

For those who have an inherent dislike of ether, or where 
explosion is a hazard, a vaporizer very similar in con- 
struction can be calibrated for trichlorethylene: 0.75% 
vapour in air provides unconsciousness of a depth com- 
parable to light nitrous oxide anaesthesia. 

For operations outside the thorax air is an excellent 
medium with which to oxygenate the patient. In intra- 


thoracic surgery, however, the lungs are seldom fully in- 
flated, since this interferes with access to the surgical field. 
Supplementary oxygen is essential to compensate for the 
decreased pulmonary exchange.. 








iw OD RP 


ee in es 





Ocr. 29, 1955 
I subscribe to the view that every anaesthetist has a mild 
bee in his bonnet. Mine, for the moment, happens to be 
the belief that bulky and complicated apparatus is not 
essential for good results: moreover, it has dangers all its 
own to which I have not referred in this brief paper. 





Summary 


Bulky anaesthetic apparatus whose function depends 
on cylinders of gases is not essential for good anaes- 
thesia. In wartime cumbersome apparatus can be a 
liability, and the transport of cylinders may present 
difficulties. ‘Even now there are countries where the 
price of nitrous oxide makes its routine use impossible. 

Simple equipment is described which does not rely, on 
cylinders. It is adequate for any operation and is easily 
transportable. If respiration is paralysed oxygenation is 
ensured by use of the hand bellows component, which 
inflates the lungs with air. 
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It is not necessary to dip deeply into the archives to 
discover that the environment between decks has been 
a challenge to naval hygienists and naval architects ever 
since decks were fitted to ships. Even in the time of 
Queen Elizabeth I, nearly three centuries before heat 
generated by machinery and stringent black-out and 
damage-control precautions complicated the issue, Sir 
Walter Raleigh commented, “Cabins are but sluttish 
dens that breed sickness” (Shaw, 1929). The prob- 
lem is essentially one of accommodation and of main- 
taining effective standards of air hygiene. Much care- 
ful thought has been devoted to both aspects, and in 
particular by two Admiralty Ventilation Committees 
which reported in 1914 and 1937. These committees 


were fortunate to be able to call in turn on the services - 


of Professor J. S. Haldane and Sir Leonard Hill, and 
the modern methods for warship ventilation have 
evolved largely from their deliberations. 

The main findings have been summarized elsewhere 
(Ellis, 1948a); certain salient points will be reiterated 
later, but I would like to draw attention to one impor- 
tant difference now. The 1914 Committee accepted the 
standard, conventional for those days, that systems 
should be designed to keep the level of carbon dioxide 
in the atmosphere below 0.07%, by ventilation which 
provided 50 cubic feet (1.4 cubic metres) of fresh air 
per man per minute on the mess decks. The 1937 
Committee considered that the designer’s aim should 
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be to carry away the heat generated within ships rather 
than the carbon dioxide, but the information available 
was inadequate to indicate how this might be done to 
the best advantage. In effect, a reduction in the fresh 
air requirements to 33 cubic feet (0.9 cubic metre) per 
man per minute was accepted, and it was left to those 
who had to contend with these problems during the 
second world war to work out the details. Aijr- 
conditioning was not considered to be essential. 


In 1944 the transfer of a large part of the Fleet to 
the Tropics forced an urgent review of the situation. 
The Medical Research Council’s Royal Naval Personnel 
Research Committee was invited by the Admiralty to 
appoint a subcommittee to advise on problems of the 
environment between decks and in particular to define 
thermal standards for ventilating warships in the Tropics. 
After 11 years the first phase of this committee’s 
deliberations is nearing completion. 

In the meantime, developments in thermonuclear, 
biological, chemical, and aerial warfare have re- 
emphasized the need for warships to be closed down 
effectively and quickly when necessary and have called 
for a knowledge of the acceptable minimum as well as 
the optimum requirements for fresh air. In the sub- 
marine world the post-war introduction of the British 
version of the German and Dutch schnorkel, a hollow 
mast which permits the continuous ventilation and 
diesel-propulsion of a submerged submarine, and the 
launching of the first nuclear-powered submarine in 
America last year, with a reputed underwater endurance 
which exceeds that of earlier types, are providing 
environmental hygienists with new and intriguing ques- 
tions to answer. 


Accommodation 


Sir Sheldon Dudley (1946) has summarized the accom- 
modation problem thus: “What is the ratio of the space 
allocated to the human element to the space allotted to the 
mechanical element of the total fighting ship (ship plus ship’s 
company) which will make the most efficient engine of 
war ?” The priorities are weighted so heavily in favour of 
materiel that in practice this amounts to “what is the 
minimum space which can be allotted to the ship’s company 
without imposing serious limitations on their health or 
efficiency ?” 

At the time when the 1937 Committee was sitting an 
average space of only 120 cubic feet (3.4 cubic metres) per 
man was available on the messdecks in the Fleet. This was 
later found to be inadequate for swollen war complements, 
and towards the end of the 1939-45 hostilities ships were 
being designed to provide each man with a space of 
approximately 160 cubic feet (4.5 cubic metres), or 20 square 
feet (1.9 square metres) of floor space if there was 8 feet 
(2.4 metres) between the decks (Sims, 1945). Experience had 
shown that this was the minimum which would accom- 
modate a man and his equipment so that he could live 
reasonably for long periods during global operations. In 
the Tropics up to 70% or more slept on the upper deck on 
camp beds whenever they were allowed to do so, which 
might not be permissible in another major war. Even to-day, 
with the most careful planning, the complexity and diversity 
of a modern warship’s equipment, and the numbers of men 
required to operate and care for it, permits only 20 square 
feet (1.9 square metres) of floor space to be allocated for 
junior ratings and 25 square feet (2.3 square metres) for 
those more senior, calculated for the full war complement. 
When this is compared with the wartime minimum for naval 
barracks of not less than 45 square feet (4.2 square metres) 
per man, or 30 square feet (2.8 square metres) if double- 
tiered bunks were used (Dudley, 1943), it is obvious that 
here is a situation on which to keep a watchful eye. 
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In submarines the average cubic space per man varies 
from rather below to rather above 100 cubic feet (2.8 cubic 
metres) in the compact living and sleeping quarters ; but, as 
a submarine is a single compartment for ventilation pur- 
poses, the available volume of “ breathable air” varies from 
300 to 500 cubic feet (8.5 to 14.2 cubic metres) for each 
man in the different classes. 

Thus the space allowances per man between decks tends 
to depend on the amount of space which remains to be 
divided up between ships’ companies when provision has 
been made for the installation of weapons, equipment, 
machinery, and stores rather than on basic | hygienic 
principles which at present escape precise definition. 


Thermal Environment 


The climate between decks is probably next in importance 
to the space availabie. The American effective temperature 
scales (Houghten and Yaglou, 1923, 1924; Yaglou and 
Miller, 1925) are used for describing the thermal environ- 
ment in British warships nowadays. These scales enable 
an observer to relate the thermal comfort sensations of 
persons engaged in sedentary or light occupations, wearing 
light clothing or stripped to the waist, and exposed to vary- 
ing combinations of air temperature, humidity, and turbu- 
lence, to the temperatures of still and saturated air in 
which they would experience the same sensations of thermal 
comfort. A correction, proposed by Bedford (1946), is used 
to allow for radiant heat when necessary by substituting the 
globe thermometer temperature for the dry-bulb temperature 
when the effective temperature is determined, to give a 
“corrected effective temperature.” This theoretical com- 
promise ,is open to criticism; and several alternatives to 
effective temperature as an index of physiological effect are 
under trial in England and the United States. 

A notable post-war concept, suggested by McArdle and 
his co-workers in 1947 to the Royal Naval Personnel 
Research Committee, was to use the predicted four-hour 
sweat rate (or sweat loss), which could be determined for 
different conditions of climate, work, and clothing from an 
empirical nomogram based on the data of their experiments 
in London. Their system probably provides us with the 
most useful basis for a stress index which has been thought 
of since effective temperature, and it offers certain advan- 
tages over the latter, particularly when the sweat output is 
profuse, one gain being that an adjustment is made for 
differences in work rate as well as climate (Smith, 1955; 
Lancet, 1955). It is, however, more difficult to use: by 
definition, it can be employed only in the temperature range 
in which people sweat; the data available were perhaps 
rather scanty for the construction of such a comprehensive 
nomogram ; and at present it has been tested insufficiently 
for it to be considered more than a research tool which 
should be kept in the hands of those who know how to use 
it. Meanwhile the current value of effective temperature 
will be enhanced if ship ventilation trials support the use of 
an ingenious method, devised by Gray and Smith (1952) 
from a study of data collected by the former in the British 
Pacific Fleet and by Surgeon Lieutenant-Commander H. E. 
Holling, R.N.V.R., Mr. E. A. Brokensha, of the Royal Corps 
of Naval Constructors, and myself in the Eastern Fleet, 
for predicting effective temperatures in the Tropics from 
measurements made on the mess-decks in temperate waters. 

A considerable amount of work was done in Singapore at 
the Royal Naval Tropical Research Unit between 1948 and 
1953 to show whether the effects of short-term exposures to 
high temperatures, such as men would experience during a 
four-hour watch, are the same for acclimatized young men 
living in hot climates as they are for young men who are 
trained to work at high temperatures but live in temperate 
climates. This issue is vital to the interpretation in the 
Tropics of much of the earlier experimental work in tem- 
perate climates. The answer so far appears to be that to 
all intents and purposes the effects are probably much the 
same, provided both groups are similar and are equally 


ee 


trained to do the same sort of work and wear the same 
clothing (Ellis, 1953a). This confirms the finding of war- 
time studies that trained naval hot-room subjects in London 
were able to compete more effectively with the heavy work 
of handling ammunition than less well trained gun crews 
in the Tropics (Benson et al., 1945; Ellis, 1947). Training 
is probably at least of equal significance to being merely 
exposed to a warm atmosphere for those with strenuous 
duties. The experiments in Singapore showed that long- 
wavelength heat radiations such as may be experienced in 
modern warships are not usually a major factor limiting a 
man’s ability to work, and physiological support was pro- 
vided for the use for the time being of Bedford's correction 
to the effective temperature scale (Macpherson, 1953). The 
detailed results have still to be published by the Medica] 
Research Council. 

There is convincing evidence that ships’ companies were 
affected adversely by wartime conditions in the Tropics, 
Macdonald Critchley (1945) has drawn a vivid picture of 
the way they lived. The average effective temperatures in 
different types of compartment in the Eastern Fleet in 1944 
were found by Holling, Brokensha, and myself to vary be- 
tween 83 and 90° F, (28.3 and 32.2° C.), but more severe 
warmth was encountered frequently (Ellis, 1953a). Work 
took longer to do and was not done so well as in more 
temperate waters. Laboratory studies by Mackworth (1950) 
and Pepler (1953) in temperate and in tropical climates 
confirm that deterioration occurs in the performance of 
tasks of even short duration when the effective temperature 
is in the lower eighties. When the average upper-deck dry- 
bulb temperature at noon exceeds 80° F. (26.7° C.), which 
corresponds approximately to average mess-deck effective 
temperatures of the same order (80° F.), minor sickness, 
particularly skin disease, is more common (Ellis, Smith, and 
Underwood, 1953). The reported overall sickness incidence 
was between 50 and 100% greater in ships than on shore 
in the Eastern and British Pacific Fleets in 1944 and 1945 
(Ellis, 1948b); and when ships went to the Tropics from 
temperate waters the sickness incidence and working days 
lost were doubled or trebled (Roberts, 1948 ; Ellis, 1952a). 
Furthermore, most people, whether on shore or in ships, 
feel uncomfortably warm when the effective temperature is 
above 80° F. (26.7° C.) for more than a short time, their 
skin is moist with sweat, sleep is disturbed, and hot-climate 
fatigue is encountered more frequently as service afloat is 
prolonged (Ellis, 1952a, 1952b, 1953b, 1953c, 1954). The 
coincidence of an increase in discomfort and in minor ill- 
health and a decrease in efficiency at these levels of warmth 
is undeniable. , 

A provisional wartime recommendation that whenever 
practicable in spaces where men live or work in ships in 
warm climates the effective temperature (or corrected effec- 
tive temperature) should be kept below 80° F. (26.7° C.) 
(Bedford, 1946) is supported by the research work of the 
last 11 years, except that 78° F. (25.6° C.) should be the 
upper desirable limit rather than 80° F. (26.7° C.) (Sims, 
1945; Ellis, 1953b). This is in agreement with American 
views (Pace et al., 1943, 1945 ; Behnke, 1945 ; Kellogg, 1946). 
Fortunately much of the criticism which has been aimed at 
effective temperature does not apply when prescribing con- 
ditions for mess-decks, workshops, or offices. When the 
thermal stress is more severe, as in certain machinery spaces, 
or when hard work has to be done it is probably wiser to be 
guided by the wet-bulb temperature alone. If the dry-bulb 
temperature is in the region of 100-110° F. (37.8-43.3° C.)a 
wet-bulb temperature in excess of 92° F. (33.3° C.) is likely 
to prove intolerable within a few hours for many trained 
and acclimatized lightly clad men engaged in moderate acti- 
vity even when radiant heat is not an important factor and 
the air is circulating briskly. Anything above 88-89° F. 
(31.1-31.7° C.) wet-bulb temperature may cause incapacita- 
tion with a dry-bulb temperature of 120-130° F. (48.9-54.4° 
C.) (Ellis et al., 1954.) 

If warships which are not air-conditioned are closed down 
in tropical waters, to protect against the hazards of flash 
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burns, flooding, or air contaminated with hatmful chemical, 
biological, or radioactive particles or droplets, a rise in wet- 
bulb temperature of anything from 5 to 14° F., (2.8 to 7.8° 
C.) or more will occur in a few hours, and varies with the 
number and activities of the occupants and the size of the 
compartment. When the starting wet-bulb temperature is 
already well into the eighties an intolerable state of affairs 
is thus likely to force the evacuation of some spaces before 
very long. The value of air-conditioning for British ships 
in the Persian Gulf was recognized by Forbes Guild as 
long ago as 1940, and its success in submarines later in 
the war provides an outstanding example of effective control 
of the thermal environment in confined spaces (Logan, 1944). 
When air-conditioning is not available under very warm 
conditions the adverse effect of “still” air, and the benefit 
derived under most circumstances from creating turbulent 
air currents with high-velocity ventilation terminals, ceiling 
er table fans, or by natural means, cannot be stated too 
strongly. In certain severe closed-down situations, however, 
this may be of little avail or may even add to the stress. 
There should always be facilities for men who work in very 
hot spaces to recuperate in a cool space where cool drinking- 
water and a palatable salt preparation are available (Ellis, 
1955). 

At the other end of the temperature scale recent experience 
supports the opinion of the 1937 Committee that in 
northerly or southerly waters air temperatures between 60 
and 65° F. (15.6 and 18.3° C.) are preferred by most men 
living and working between decks and wearing conventional 
clothing, and are usually attainable. Thus attention now 
is focused more on the design of clothing and equipment 
which will keep a man warm and dry on the upper deck 
without impairing his working efficiency. 


Oxygen and Carbon Dioxide 


When crowded compartments are closed down for pro- 
longed periods the atmospheric oxygen is used up and the 
carbon dioxide level rises. These changes also vary with the 
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will become of increasing importance as the underwater 
endurance of these craft is increased, and is essential to 
our understanding of life in enclosed spaces. 


Barometric Pressure 


Changes in barometric pressure were not usually an 
important feature of the shipboard environment until the 
advent of the schnorkel, when they were investigated during 
the first prolonged underwater cruise completed by a British 
submarine (Ellis, 1949). The air-supply inlet at the upper 
end of the schnorkel mast is fitted with a float valve which 
closes off the air duct when the air inlet dips beneath the 
surface, as it may in a choppy sea, or if the men controlling 
the hydroplanes make a mistake in depth-keeping. The 
suction of the engines and the resistance of the narrow air 
duct cause a negative pressure within the craft which 
increases with the speed under water and the related 
demands of the engines. Novel features included (1) 
reduced barometric pressure; (2) concurrent mild anoxia 
equivalent to flying at between 4,000 and 5,000 feet (1,220 
and 1,520 metres); (3) pressures fluctuating every few 
minutes between values equivalent to those encountered at 
altitudes of 4,000 to 8,000 feet (1,220 to 2,440 metres) ; (4) 
more violent pressure fluctuations, when the depth control 
was faulty, which gave rise to otitic, sinus, or dental baro- 
trauma; and (5) traces of carbon monoxide from the 
schnorkel exhaust gases with a following wind or from 
unexpected submergence under diesel propulsion. These 
were reduced to a minimum by modifications in the equip- 
ment and operating procedures, by training and selection of 
crews, and by eliminating the unfit. 


Bacterial Content of the Air 


Repeated wartime epidemics of respiratory tract infections 
in ships also prompted an investigation of the bacterial 
content of the air in a newly built cruiser and a submarine 
in 1945 (Ellis and Raymond, 1948). Previous investigations 
on shore had suggested that counts of bacteria-carrying par- 
ticles exceeding 50 per cubic foot (1,760 per cubic metre) of 
air were undesirable. In most of the working compartments - 
of the cruiser this levél was not usually exceeded, but it was 
on the mess-decks, particularly when there was much activity, 
in the bathrooms in the morning, and in the sick bay when 
cots were made up. Dust-laying precautions and the correct 
use of handkerchiefs were advised during epidemics. The 
relative importance of the control of dust and infected air- 
borne particles and of direct contact in cross-infection is, 
however, still debatable (Seal, 1953); and when overcrowd- 
ing is unavoidable the aim should be to control infectious 
material at its source by measures such as mass radiography, 
mass immunization, as effective and otherwise acceptable 
vaccines become available, or mass chemoprophylaxis during 
epidemics (Seal, 1955). The air in the submarine was 
remarkably free of bacteria whether it was submerged or on 
the surface. This may have been because about 365 cubic 
feet (10.3 cubic metres) of “ breathable” air was available 
for each man or because bacteria-carrying particles adhered 
to oily machinery as the air was recirculated through the 
engine-room and other machinery compartments. 

Preliminary tests in an air-conditioned space in the cruiser 
and in a climate-controlled laboratory in London indicate 
that a build-up of bacteria-carrying particles in the air does 
not occur even when the air is completely recirculated for 
a few hours ; but this aspect, and particularly the effect of 
prolonged recirculation, merits further investigation. 


Fresh Air Supplies 


The minimal supplies of fresh air which will permit men 
to live a comfortable, healthy, and efficient existence in an 
enclosed space are thus influenced by a variety of factors. 
Unrestricted heavy tobacco smoking causes malaise, head- 
aches, and upper respiratory tract irritation. Consolazio and 
Pecora (1946) have concluded that, with air cooling, 5 cubic 
feet (0.15 cubic metres) of air per man per minute suffices 
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to keep body dnd tobacco odours at acceptable levels. When 
they used activated carbon filters with air cooling even | 
cubic foot (0.03 cubic metre) per man per minute was found 
to be adequate, and carbon dioxide, carbon monoxide, 
bacteria, and dust did not reach “ noxious or objectionable 
levels.” In the United States Navy a fresh air supply of 5 cubic 
feet (0.15 cubic metres) per man per minute is the minimum 
required by design for air-cooled compartments, although, for 
other reasons, this amount is usually exceeded in practice. 
~ In the Royal Navy at least 10 cubic feet (0.3 cubic metre) 
per man per minute is supplied in air-cooled compartments 
when the cooling is in operation. For compartments with 
normal ventilation an allowance of 10 cubic feet (0.3 cubic 
metre) per man per minute is added to the amount which 
is calculated to be necessary to get rid of the heat within the 
compartment. The total quantity must be equivalent to at 
least 30 cubic feet (0.9 cubic metre) per man per minute. 
Little is known about the effects of prolonged or repeated 
residence in a totally enclosed space. There is no obvious 
reason why serious adverse effects, other perhaps than those 
of a psychological nature, should occur if the equipment 
for controlling the temperature and composition of the air 
is efficient and is used correctly. However, ill effects due to 
the contamination of air by harmful chemicals were not 
very uncommon in the Navy in wartime, particularly when 
ventilation was restricted (Weiner and Thomson, 1947 ; Ellis, 
1952c). The possibility should not be forgotten that in 
an unventilated or poorly ventilated space small amounts of 
contaminants, such as the breakdown products of fuels, 
lubricants, paints, or similar chemical substances, which are 
innocuous in a ventilated compartment, may affect men 
adversely if exposure is prolonged or repeated. 


Conclusion 


The environmental health of a community contributes 
to what Richmond (1947) has termed its “ positive 
health.” Serious defects in the environment may not be 
reflected by obvious “negative health.” It is thus 
advisable to supplement the bald records of sickness in 
the Navy by measuring the envirqnmental factors and 
relating these measurements to established criteria of 
what is or is not desirable. New instruments and tech- 
niques are helping to close man¥ of the gaps which 
hampered this work in the past ; and, largely as a result 
of the stimulus of the Royal Naval Personnel Research 
Committee, firm answers are being obtained to many 
questions which were formerly controversial. The 
requirements of the men must be appreciated against a 
complex background of material needs and tactical situa- 
tions, and this is the task of various working groups and 
panels, which include not only leading scientists and 
naval medical officers but representatives of the Naval 
Staff, the Admiralty Materiel Departments, and the 
Naval Scientific Service. This arrangement provides a 
powerful but flexible instrument with which to tackle 
the many problems of the ever-changing naval environ- 
ment, to only a few of which I have referred here. 


This account is published by the kind permission of Surgeon 
Vice-Admiral Sir Alexander Ingleby-Mackenzie, the Medical 
Director-General! of the Navy. The data in the Chart are 
abstracted from an unpublished report to the Royal Naval 
Personnel Research Committee by Surgeon Lieutenant- 
Commander R. T. John, Royal Navy, Dr. R. K. Macpherson, 
Mr. P. S. B. Newling, and myself. 
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Tuberculous infection in a skin wound is a rare but 
well-known condition. Of 2,114 cases of primary tuber- 
culosis reported by various investigators, Ghon and 
Kudlich (1930) found 3 (0.14%) to be primary tuber- 
culosis of the skin. Sallick (1939), reporting a case of 
probable primary inoculation tuberculosis of the skin, 
stated that a recognized example of this condition had 
never been seen before at the Mount Sinai Hospital, 
New York. The commonest sites for this condition are 
the fingers and the dorsum of the hand, and one of the 
earliest cases reported, by Tscherning in 1888, was that 
of a servant who contracted tuberculous infection in a 
finger, with subsequent lymphatic involvement, after 
wounding the finger on a sputum cup used by a tuber- 
culous master. The local lesion is given several names 
—post-mortem wart, dissection tubercle, anatomical 
tubercle, pathologist’s wart, and verruca necrogenica 
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(tuberculosis verrucosa cutis). The condition is said to 
be more common in members of the medical profession, 
butchers, veterinary surgeons, and milkmaids. 





Literature 


Stokes (1925), Michelson (1935), and Grady (1951) have 
reviewed the literature on the subject. Stokes had found 
that 70 cases had been reported up to 1925, and he described 
10 additional cases which he had seen at the Mayo Clinic 
in the eight years previous to 1925. Verruca necrogenica is 
usually interpreted as a tuberculous superinfection—that is, 
a local skin lesion without lymphatic involvement occurring 
in a previously infected person. This belief cannot be strictly 
adhered to, as cases of tuberculous inoculation of the skin, 
with lymphatic metastases, have been reported in adults who 
are likely to have been previously infected. Bruusgaard 
(1934) states that, typically, the primary skin complex occurs 
in a previously uninfected person and consists of a local 
lesion with definite and marked lymph-node involvement, 
and frequently with marked lymphangitis. 

Stokes (1925) states that tuberculosis verrucosa cutis and 
primary inoculation tuberculosis can be easily differentiated 
clinically. The secondary lesion consists of an inflam- 
matory reaction in the upper corium with verrucous changes 
in the epidermis, the macroscopic lesion being a horny 
inflammatory papule with villi on the surface; it is often 
possible to express pus from between the villi. The primary 
lesion, often inconspicuous, consists of a_ well-defined 
tubercle situated rather deeper than in the secondary type, 
with less general tissue reaction. Clinically, the lesion is 
flat or slightly raised, and consists of miliary nodules sur- 
rounding a slightly depressed scar or ulcer; it is usually 
covered by a crust, and when this is removed a purulent 
discharge occurs and fine granulations are seen to be cover- 
ing its floor; it has a slightly undermined edge and there 
may or may not be “ apple-jelly ” nodules in its floor; and 
there is a marked tendency to caseation and liquefaction in 
the involved lymph nodes. 

Although cases of tuberculous inoculation of the skin 
have been reported in the literature, we have not seen a 
reference to tuberculous infection in a scalp wound, and we 
report a probable case of tuberculous infection in such a 
wound. 

Case Report 


A boy aged 9 years accidentally hit his head against a 
fire hydrant in the street on October 28, 1953, and sustained 
a deep laceration, about } in. (2 cm.) in length, in the right 
temporal region of the scalp. He attended hospital A, 
where the wound was closed with one nylon suture and an 
injection of antitetanus serum was given. The suture was 
removed on the fifth day and the boy was discharged from 
hospital on the seventh day, when the wound was healing 
with a yellow coagulum on the surface. 

A swelling was noticed behind the right ear two weeks 
after the accident, and swellings in front of the right ear and 
in the upper part of the right side of the neck were observed 
one week later. On November 28 the boy’s mother noticed a 
swelling in the region of the scalp wound, apparently con- 
taining pus. The patient was again seen at hospital A the 
next day. Glycerin and magnesium sulphate dressings were 
applied daily to the wound area, and penicillin was given 
by intramuscular injection daily for eight days, with no 
improvement in the condition. Chloramphenicol capsules, 
0.25 g. four times a day orally, were then given for one 
week, but there was again no apparent response to treat- 
ment. 

The patient attended hospital B on December 14; the 
scalp wound was discharging pus, and the right pre- and 
Post-auricular and right upper deep cervical lymph nodes 
were enlarged. X-ray examination of the chest showed 
doubtful early glandular enlargement at the right hilum; 
the Mantoux test, 1: 1,000, was strongly positive, and the 
E.S.R. was 5 mm. in the first hour (Westergren). Dry 


dressings were applied to the wound, which was apparently 
healed on December 23. He was again seen on January 20. 
1954, when the wound was discharging again slightly and 
the adenitis was still present. A further x-ray examination 
of the chest showed no definite evidence of glandular enlarge- 
ment and the lung fields were clear, 


An intermittent discharge from the scalp wound persisted, 
and the patient was referred by his doctor to the Liverpool 
Stanley Hospital on February 23. The almost. vertical 
wound in the right temporal region of the scalp was healing, 
but infection was present, with thickening at the extreme 
upper end of the wound, and there was a slight discharge 
of thin yellow pus from the wound. Enlargement of the 
right pre- and post-auricular lymph nodes and marked 
enlargement of the right cervical lymph nodes were present. 
The boy’s general condition was very good and he had 
previously been healthy. There was no history of tubercu- 
losis in the family. It was thought that a foreign body 
might have been present in the scalp wound, so excision 
of the wound area was carried out on February 24. The oper- 
ation wound was sutured, and a course of penicillin was given 
by intramuscular injéction. The sutures were removed on 
March 4, when the wound was soundly healed. The patho- 
logist’s report on the excised area was as follows : “ Sections 
showed that there was subcutaneous tuberculosis with 
caseation at several points ; the skin appeared to be involved 
in one place only; there was “also considerable chronic 
inflammation ; there was no evidence of any foreign 
body.” 

The patient was admitted to hospital on March 6 for 
treatment of the adenitis. The operation wound was seen 
to be soundly healed and there was no induration in the 
area; the lymph nodes were still enlarged and the right 
cervical nodes were somewhat matted togéther. X-ray 
examination of the chest showed no evidence of pulmonary 
disease. Examination of the blood showed: red cells, 
5,000,000 per c.mm. ; haemoglobin, 100% (14.8 g.°%); colour 
index, 1; white cells 10,000 per c.mm. (polymorphs, 65%, 
lymphocytes 33%, monocytes 2%); the Wassermann re- 
action was negative. No tubercle bacilli were seen on 
microscopical examination of the urine and there was no 
growth after six weeks’ incubation on Léwenstein culture. 
The sedimentation rate was 5 mm. in the first hour (Win- 
trobe). Streptomycin, 0.5 g. twice daily by intramuscular 
injection, and para-aminosalicylic acid, 1.5 g. orally five 
times daily, were given for four weeks ; thereafter treatment 
was continued with streptomycin, 0.5 g. twice daily, and 
isoniazid, 50 mg. orally thrice daily, from May 10 for four 
weeks. 

During this treatment the lymph nodes became larger 
and were adherent to the skin, and a collar-stud abscess 
developed below the right angle of the mandible. Incision 
and curettage of the right pre-auricular lymph node was 
performed ; yellow pus and caseous material were evacuated, 
and para-aminosalicylic acid cream was instilled into the 
operation wound ; the collar-stud abscess was excised and 
dissection of the right posterior auricular lymph node and 
the upper right cervical lymph nodes was performed. A 
corrugated rubber drain was placed in the neck wound and 
was left in situ for two days ; the skin wounds were closed 
with sutures, these being removed on the fifth day. The 
pathologist’s report on the material obtained from the right 
pre-auricular lymph node was as follows: “ Amorphous 
debris ; few acid- and alcohol-fast bacilli present, morpho- 
logically indistinguishable from tubercle bacilli.” Léwen- 
stein culture produced no growth after six weeks’ incubation. 
The pathologist’s report on the lymph nodes removed from 
the neck was: “These glands show the typical gross and 
microscopical appearances of tuberculosis; there is much 
caseation.” 


The wounds healed satisfactorily and the patient was 
discharged on June 4. The wounds have remained soundly 
healed and the patient was in good health twelve months 
after the accident. 
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Discussion 


Stokes (1925) stated that the complete substantiation of 
the diagnosis of primary cutaneous inoculation tuberculosis 
requires the following conditions to be fulfilled: “apple- 
jelly” nodules in the gross lesion, tubercle bacilli in the 
smear, negative culture for actinomyces and sporothrix in 
the pus and tissue from both the primary lesion and the 
involved lymph nodes, and the demonstration of tubercles 
in the excised tissue from the primary focus and the involved 
lymph nodes. He stated that in practice it is difficult to 
make this chain of evidente complete. He considered that 
the finding of a focus and presumptive extension to the 
lymphatic drainage area, with the presence of “ apple-jelly ” 
nodules in the primary focus, and the histological demon- 
stration of tubercles in the excised tissue from both the 
primary focus and the regional lymph nodes, in the absence 
of other systemic foci of tuberculosis, make the diagnosis 
of primary inoculation tuberculosis reasonably sound. 
Bruusgaard (1934) states that the latter diagnosis is justified 
in the presence of a primary sore with lymphangitis and 
enlarged regional lymph nodes, the nodes rapidly softening, 
particularly in a previously healthy child. 

In our case the histological examination of the excised 
scalp lesion and of the excised lymph nodes showed the 
typical appearances of tuberculosis: acid- and alcohol-fast 
bacilli were seen in the material removed from the right pre- 
auricular lymph node—there was no growth on Léwenstein 
culture and animal inoculation was not possible at the time. 
The appearance of the lesion was consistent with that of a 
tuberculous granuloma, and the Manitoux reaction was 
positive. No other focus of tuberculosis was detected. It 
must be remembered that the condition can be confused with 
that of lupus vulgaris, syphilitic chancre, sporotrichosis, 
actinomyco” ., a::d epithelioma ; a foreign-body reaction was 
eliminated by the absence of any foreign body and by the 
typical tuberculous appearance with caseation. 

It cannot be certain whether or not the tuberculous infec- 
tion was a primary one. Stokes (1925) has pointed out that 
subsequent lymphatic involvement does not necessarily 
warrant a diagnosis of primary tuberculosis inoculation, and 
Grady (1951) described two cases of tuberculous skin inocu- 
lation with glandular involvement in patients who were 
known to have been previously infected (one patient was 
shown to have an old Ghon lesion on x-ray examination of 
the chest and the tubereulin reaction was previously pos‘tive, 
while the tuberculin reaction was known to have been pre- 
viously positive in the second case). On the other hand, 
Grady described lesions without glandular involvement in 
three patients who were presumed to have a negative tuber- 
culin reaction prior to the development of the lesion. In 
our case the tuberculin reaction before the accident was not 
known. In view of the age of the patient, the subsequent 
lymphatic involvement, and the absence of any other definite 
tuberculous focus it is probably correct to describe the case 
as primary inoculation tuberculosis. It is interesting to 
compare the sequence of events in this case with those 
occurring in primary inoculation tuberculosis following 
ritual circumcision (Reuben, 1917; Holt, 1913). In those 
cases an indurated area appeared on the prepuce or fraen- 
ulum from one to two weeks after circumcision, and an 
ulcer persisted ; the inguinal lymph nodes became enlarged 
after two to three weeks, and the involved nodes often 
began to break down after about two to three months. The 
sequence of events was somewhat similar in our case. 

The source of infection in our case is debatable. It is 
often from contaminated objects, the tissues of infected 
animals, or tuberculous sputum, but in children it is usually 
from the parents—particularly the mother. It is possible 
that tubercle bacilli were present on the fire hydrant, a 
tuberculous patient having spat on it, or infection may 
have come from a tuberculous person at some time after 
the accident. There was no history of’ tuberculosis in the 





family. Hellerstrém (1952) and others reported a series of 
cases with lesions resembling lupus vulgaris following 


.the primary lesion may be inconspicuous. 


<j 


abrasion of the skin occurring in swimming-pools; our 
patient had not been swimming and could not have acquired 
the infection in this way. It is possible that tuberculoys 
bacteriaemia was present at the time of the accident and that 
the traumatized area provided a ready nidus for the infes. 
tion. 

Carter and Smith (1935) have pointed out that often it js 
the adenopathy which brings the patient to the doctor, ang 
Stokes (1925) 
warns us that such an overlooked primary focus may be 
responsible for repeated recurrence of adenitis; he states 
that delayed adenopathy after even a trivial wound demands 
careful examination of the area drained by the involved 
glands for a possible focus of tuberculous inoculation, 

X-ray therapy was used in the past ; this increased fibrous 
reaction around the lesion and encouraged healing by the 
formation of scar tissue, but it also encouraged abscess for. 
mation in lymph nodes which were approaching liquefaction, 
Grady (1951) stated that surgical excision of the skin lesion 
and of all other diseased tissue gave the most rapid and 
satisfactory results, that streptomycin was a useful adjunct 
to surgery, and that streptomycin or other antituberculous 
drugs, either alone or in conjunction with surgery, are 
helpful in healing the disease. Stokes (1925) also stated that 
excision of the primary focus and the involved lymph nodes 
was the best treatment. He advised that the lesion should 
be widely excised and that dissection should be carried out 
as deep as the fascia, and stated that x-ray therapy may 
not destroy the primary focus or retard its “ feeder” acti- 
vities. In our case the lesion was excised four months after 
the accident, and its tuberculous nature was realized only 
at that time ; a course of streptomycin and P.A.S. was given 
for one month, and then streptomycin and isoniazid were 
given for a further month. Excision of the involved lymph 
nodes was necessary. It is possible that surgical intervention 
would have been unnecessary if the tuberculous nature of 
the condition had been realized earlier. 


Summary 


Tuberculous inoculation of skin wounds is briefly 
described. 

A case of probable primary tuberculous infection of 
a scalp wound is reported ; cure was effected by a com- 
bination .of antituberculous drugs and surgery. It is 
noted that earlier recognition of the tuberculous nature 
of the lesion might have made surgical intervention un- 
necessary. 

It is emphasized that tuberculous infection in a wound 
should be looked for when adenitis follows a wound, 
however trivial—especially when the adenitis recurs. 

Streptomycin in combination with P.A.S. or isoniazid 
should be used in all cases. Excision of the local lesion, 
which may act as a “feeder” of tubercle bacilli, is 
advisable, and excision of involved lymph nodes may be 
necessary. 


We wish to thank Mr. S. V. Unsworth, senior consultant 


surgeon to the Liverpool Stanley Hospital, for permission to 
publish this case, and Dr. D. A. Stanley, consultant pathologist, 
for his help. 
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Pulmonary embolism is well recognized as a complica- 
tion of the puerperium, but its occurrence in the 
antenatal period is apparently rare. In a_ recent 
comprehensive review of the literature Ullery (1954) was 
able to find only 23 cases since 1922, and added two 
cases of his own. 

Three cases of antenatal pulmonary embolism were 
treated in the Professorial Unit of Obstetrics, Bristol, in 
1954, and the details of these cases are recorded below. 


Case 1 


This patient was a 7-gravida aged 38 years. All her pre- 
vious pregnancies had been uneventful and the children 
were alive and well. 

She was admitted to hospital on August 14, 1954, at the 
38th week of pregnancy because her blood was found to be 
rhesus-negative and contained immune antibodies. Her 
pregnancy had been uneventful apart from _ superficial 
thrombophlebitis of the left leg and slight swelling of both 
ankles five weeks earlier. Examination on admission con- 
firmed the presence of varicose veins of both legs with 
some ankle oedema. The blood pressure was 120/80 mm. Hg 
and the fundus of the uterus corresponded to a 38-weeks 
gestation. The presentation was unstable but could readily 
be turned to a vertex. The foetal heart was heard. 


On the 16th, at 3.30 a.m., the patient awoke with severe 
pain in the chest behind the sternum, and a feeling of 
tightness. She was shocked and pale. The blood pressure 
was 80/60 mm. Hg and the pulse rate 100/min. No 
abnormal physical signs were detected in the chest and 
there was no change in the condition of the uterus or 
foetus. 


Morphine, 4 gr. (16 mg.), and oxygen by nasal catheter, 
were given, with gradual improvement in the patient’s condi- 
tion. It was felt that the diagnosis lay between a cardiac 
infarct and a pulmonary embolism. During the next day 
her condition improved slightly and an electrocardiograph 
excluded cardiac infarction. 

At 6 a.m. on the 18th the patient had a further embolus, 
with similar symptoms. During the next few days she 
remained slightly cyanosed, and developed an irritating 
cough, with pain in the right side of her chest. Dullness 
was found over the right lower zone and a few crepitations 
were heard. Her pulse rate varied from 100 to 120 and 
respirations between 26 and 30 .per minute. 

On August 20 at 4 a.m. uterine contractions began, but 
labour did not become established until another 24 hours, 
during which time the foetal heart sounds disappeared. The 
first stage lasted 5 hours 20 minutes. A stillborn infant was 
delivered by forceps, after a pudendal block with 0.5% 
xylocaine. The third stage lasted three minutes and the 
total blood loss was 6 oz. (170 ml.). During labour the 
patient's colour was very poor and continuous oxygen was 
given. The pulse rate remained about 108-112/min. and the 
blood pressure 110/80 mm. Hg. 

By 6 p.m. on August 21, six hours after delivery, the 
Patient’s condition was deteriorating. Her pulse rate was 
about 130/min. and the blood pressure had fallen to 60/? 
mm. Hg. The respirations were rapid and the neck veins 
were congested and pulsating. At times the pulse became 
imperceptible. Digoxin, 0.5 mg., and aminophylline, 0.24 g., 
were given intravenously, as was also an infusion of 5% 


dextrose containing noradrenaline 8 »g. to the pint (570 ml.). 
This was allowed to run at 15 drops per minute. 

There followed a slight improvement in the pulse rate, 
which fell to 108-112 per minute, and the blood pressure 
rose to 85/70 mm. Hg. The noradrenaline drip was con- 
tinued during the night, the blood pressure remaining at 
about 100/80 mm. Hg. Digoxin, 0.25 mg., was given six- 
hourly. The noradrenaline drip was discontinued at 2.30 
a.m. on August 23, having run for 32 hours. 

The patient then continued to make slow but steady pro- 
gress. The blood pressure remained at about 110/80 
mm. Hg and the pulse rate slowly fell to below 100/min. 
The respiration rate also dropped to 20 per minute at rest, 
but there was dyspnoea on slight exertion. Digoxin was 
stopped on August 28. 

Subsequent progress was slow but satisfactory. A right 
pleural effusion developed and’ there were persistent rales 
at the left base. Mersalyl, 2 ml. intramuscularly, was given 
on alternate days for three days. Aspiration of the right 
pleural effusion failed. The physical signs in the chest 
gradually cleared, and the patient was discharged home on 
October 11, 1954. She was advised to have her varicose 
veins treated as soon as possible. 


‘ Case 2 

A primigravida aged 27. This patient had had no previous 
illnesses apart from an appendicectomy in 1953. She 
attended the consultant clinic two days before admission 
witha history of pain in the calves for five weeks. She 
had been treated with bed rest and kaolin poultices. On 
examination no abnormal physical signs were detected, and 
she was advised to continue resting at home. 

She was admitted to hospital at 12 noon on October 24, 
1954, when 36 weeks pregnant, with a history of having 
collapsed that morning while eating her breakfast. The 
patient thought she fainted, and her relatives remarked that 
she looked grey at the time. 

On examination she was found to be cold, cyanosed, and 
shocked. Her pulse rate was 140/min. and the blood 
pressure 90/60 mm. Hg. The respiration rate was 24 per 
minute. There were no abnormal physical signs in the heart 
or lungs, but there was very slight engorgement of the 
neck veins. The fundus of the uterus corresponded with 
a gestation of 36 weeks. The foetus was presenting as a 
vertex with the head engaged, and the foetal heart was 
regular. There was no oedema or tenderness of the legs 
or thighs. 

A diagnosis of massive pulmonary embolism was made, 
and the patient was treated with oxygen through a B.L.B. 
mask. Pethidine, 100 mg., and atropine, 1/100 gr. (0.65 mg.), 
were given as required. Her condition remained unchanged 
until 8.30 p.m., when labour started. The blood pressure 
varied from 110/70 to 90/60 mm. Hg and the pulse rate 
rose slowly to 160/min. 

‘At midnight ouabaine 0.125 mg. in 10 ml. saline was given 
intravenously, and the pulse rate slowed to 120 per minute. 
The foetal heart ceased to be heard at 1.45 a.m. Pethidine, © 
190 mg., was repeated as required to ease the labour, and the 
condition remained unchanged till 5.30 a.m. on October 25. 
Suddenly the patient became intensely cyanosed and grey, 
the pulse rate was uncountable, and the blood pressure 
could not be recorded. Oxygen was given by B.L.B. mask, 
but the respirations slowed and the patient died undelivered 
at 5.50 a.m. 

Necropsy revealed massive pulmonary emboli involving 
both pulmonary arteries and showed that the emboli had 
arisen in the right leg veins. 

Case 3 

This patient was a 2-gravida aged 23. Her past history 
contained nothing relevant, and her previous pregnancy Was 
uneventful. : 

Her last menstrual period was on April 5, 1954, making 
the expected date of delivery January 12, 1955. On October 
22, 1954, when she was 28 weeks pregnant, she had an acute 
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attack of pain in the left side of the chest which lasted 
24 hours and was relieved only by morphine. A provisional 
diagnosis of pulmonary embolism was made and the patient 
was admitted to a local cottage hospital, where her condi- 
tion gradually improved until October 27, when she had a 
further attack of pain, this time in the right side of the 
chest. After the attack she was cyanosed ; the pulse rate 
was 130/min., and the blood pressure 100/60 mm. Hg. With 
oxygen her colour improved, and the next morning there 
were crepitations over the right lower lobe. In view of the 
second embolus she was transferred to the maternity unit 
at Bristol. 

On examination the patient was slightly dyspnoeic at 
rest but not cyanosed. The pulse rate was 120/min. and 
the blood pressure 110/90 mm. Hg. The heart sounds were 
normal, but there was diminished air entry at the right 
base, with crepitations in the right axilla and upper part of 
the chest posteriorly. The fundus of the uterus was the 
size of a 30-weeks gestation ; no tenderness was felt. There 
was no oedema of the ankles or varicose veins. 

The patient’s condition improved slightly, but she devel- 
oped severe pleuritic pain in the right side. On October 31 
her left leg began to swell, and later in the day the right 
leg also became oedematous and Homans’s sign was positive 
in both legs. Her haemoglobin was 135% and the red cell 
count 7.5 millions. The chest pain was relieved by 
methadone hydrochloride, 10 mg. six-hourly. 

On November 2 the haemoglobin was 150%, the bleeding- 
time 4.15 minutes, and the clotting-time three minutes. 
During the next few days both legs became less oedematous 
and the tenderness over the deep veins gradually decreased. 
No further emboli occurred, and the chest condition gradu- 
ally improved. Active movements of both legs were started 
on November 20, when there was no residual oedema, and 
the patient was allowed up on December 3. 

Thrombosis of the deep veins of the left calf recurred 
on December 21 and was again treated with rest in bed; 
resolution occurred within a week. The patient was able 
to get up again on January 1, 1955. The haemoglobin 
was still 120% and the red cells numbered 7.3 millions. 
A chest x-ray film on January 4 showed the lesion in the 
right lower lobe to be resolving normally. 

As labour had not begun by January 19 surgical induction 
by puncture of the forewaters was performed. After 48 
hours, when labour had still not started, an oxytocin intra- 
venous drip was commenced and contractions began at 
7.15 p.m. on January 21. A living female infant weighing 
4 |b. 1 oz. (1,840 g.) was delivered at 7.50 p.m. Ergometrine, 
0.25 unit, was given intravenously and 0.25 unit intramuscu- 
larly as the child was delivered, and the placenta and mem- 
branes were delivered complete five minutes later with a 
post-partum haemorrhage of 48 oz. (1,360 mi.). The loss 
ceased spontaneously as the uterus contracted. It did not 
recur. As the patient’s condition was satisfactory (pulse 
rate 88/min., blood pressure 115/85 mm. Hg.) and she was 
known to have a polycythaemia, a blood transfusion was 
not given, but the oxytocin drip, which was not stopped 
until the third stage was completed, was replaced by 5% 
dextrose-saline and one further pint (570 ml.) was given 
slowly. 

After delivery the patient proceeded to make an uninter- 
rupted recovery. The haemoglobin level remained at 100%. 


Discussion . 

In Ullery’s review 25 cases of embolism occurred in a 
total of 135 cases of antenatal thrombosis, giving an inci- 
dence of 18.5%, with a mortality rate of 60%. It can be 
appreciated, then, that when antenatal thrombosis occurs 
there is considerable risk of embolism, which often proves 
fatal, 

As shown by these figures, antenatal thrombophlebitis is 
not a common occurrence, but with such a high mortality 
rate these cases require the closest supervision and care. 
The incidence is possibly higher than these figures suggest, 


ye ~ nnn 
as many cases may not be admitted to hopital. Even 
the mortality rate must still be fairly high, and alll cage 
of thrombophlebitis occurring antenatally should be admitteg 
to hospital. 

It is very unusual for embolism to arise antenatally Without 
a history of thrombophlebitis, and it can only be assume 
that in Case 3 thrombosis was taking place “ silently ” befor 
the occurrence of embolism. The diagnosis of pul 
embolism does not usually present much difficulty, and was 
obvious even in the case where thrombophlebitis was nq 
evident, although electrocardiography may be necessary jg 
exclude the possibility of cardiac infarction. 

The treatment of such cases presents great difficulty, par. 
cularly in regard to the use of anticoagulants. The numbe 
of cases quoted by Ullery is too small to be convingj 
and it is noteworthy that embolism occurred in the sam 
number of cases, whether on anticoagulant therapy or not 
However, no fatalities occurred in the patients who wer 
given anticoagulant therapy. In our one fatal case, death 
occurred in such a comparatively short time that it is very 
questionable whether anticoagulants would have had 
effect at all. Moreover, it must be remembered that ant. 
coagulants themselves are not without risk. Sachs and 
Labate (1949) reported a patient who had three pulmonary 
emboli while on anticoagulant therapy, and they considered 
that these were due to fluctuations of the prothrombin level, 
This patient had dicoumarol for 53 days prior to foetal 
death, which at necropsy was found to be due to multipk 
haemorrhages. In view of this and on the advice of medical 
colleagues, anticoagulants were not given. The considerable 
vacillation which exists among obstetricians regarding the 
use of anticoagulants indicates that they are not yet of 
proved value, and it is the policy of the professorial unit at 
Bristol not to use them at present. 

In consultation with surgical colleagues it was decided that 
ligation of the inferior vena cava was contraindicated both 
from the point of view of poor end-results and from the 
immediate risk of further embolism while the uterus was 
being emptied to give access to the vena cava. 

One conservative measure which seems to be of value 
is elevation of the foot of the bed to promote more rapid 
venous flow, while allowing the patient to move her legs. 
Noradrenaline was found to be very effective in the treat 
ment of the medical shock in these cases. 


Summary 


Three cases of antenatal pulmonary embolism ar 
reported, with one maternal death. One infant survived 

This condition is rare and has a high mortality rate 

In view of this~high mortality all cases of thrombe 
phlebitis occurring antenatally should be treated i 
hospital. 

There is still controversy in the treatment of thrombe 
phlebitis and pulmonary embolism, particularly in regard 
to anticoagulants and ligation of veins. 


I wish to thank Professor G. G. Lennon for his encourageme 
in publishing these cases and also my medical and surgical co 
leagues for their help and advice in the treatment of these patients. 
My thanks are also due to Mr. I. MacGillivray for his kind hep 
in the preparation of this paper. 
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The British Council in association with the medical grow 
of the British Publishers’ Association is sending an exhibition 
of about 480 medical books to tour Canadian universiti 
from November to April. Although this will be the fourth 
exhibition of university textbooks sent by the Council ® 
Canada, it is the first time that the exhibition has consistt# 
entirely of medical works. The books deal with both pr 
clinical and clinical subjects. 
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OBSERVATIONS ON BLOOD COUNT 
AND BLOOD SUGAR IN CHOLERA 


BY 


S. N. DE, Ph.D., M.B., D.T.M. 
Professor of Pathology 


S. N. BOSE, M.B. 
Clinical Pathologist 


AND 


A, MONDAL, M.B., Ch.B. 
Officer-in-Charge, Infectious Diseases Ward 
Nilratan Sircar Medical College and Hospitals, Calcutta 


Cholera is a disease the very nature of which suggests 
that the adrenals may play an important part during 
the episode. In spite of Rogers’s (1913) introduction of 
saline therapy to make up for the loss of fluid, death 
is not rare in cholera, and it is found impossible to 
restore and/or maintain the pulse in some of the cases 
in spite of prolonged infusion of saline. Lahiri (1945) 
treated a limited number of cholera cases with supra- 
renal extract and recorded encouraging results. Cholera 
is a disease with quite a short critical period, so it might 
well prove ideally suited to cortisone therapy. A few 
doses of cortisone might be enough to tide the patient 
over his crisis. In order to provide a rational basis for 
such therapy, the present study was undertaken to see 
if in cholera there is evidence of suprarenal activity as 
reflected by changes in the blood sugar and blood count. 
De et al. (1955) have already reported some histochemi- 
cal changes in the gland in cholera. 


Materials and Methods 

Adult male patients admitted to the Nilratan Sircar 
Medical College Hospitals with signs and symptoms of 
cholera during the summer epidemic of 1954 were investi- 
gated. Immediately on admission and before starting 
treatment, about 3 ml, of blood was collected in an oxalated 
phial. We prepared 1 ml. of the specimen for estimating 
the sugar by immediate precipitation of the proteins and 
filtration. The remainder was used for estimating the 
haemoglobin (Sahli-Adams), and for total erythrocyte, leuco- 
cyte, and eosinophil cell (as quoted by Sevitt, 1954) counts 
and differential leucocyte count. The total number of 
neutrophils and lymphocytes per c.mm. and the total white 
cell to red cell ratio were calculated from the above data. 

Rectal swabs were inoculated on taurocholate-agar plates 
for the growth of Vibrio cholerae, which was identified by 
slide agglutination with specific serum after taking repre- 
sentative colonies. The negative cases were re-examined 
with a fresh specimen, collected next day. 

For control purposes, similar counts were done on 
members of the departmental staff, including domestic ser- 
vants, the samples being collected between 11 a.m. and 12 
noon. 

Results and Comments 


_ Eighteen cases admitted with signs and symptoms sugges- 
tive of cholera were bacteriologically positive (V. cholerae) 


and 18 were negative. The same number (1&) were available 
in the control group of apparently healthy persons. The 
mean values of the different observations from these three 
groups are summarized in the Table. 


The average haemoglobin percentage was 95.28 (Sahli- 
Adams) in the control group, the lowest being 80 (one case) 
and the highest 100 (10 cases). The corresponding figures 
for culture-negative cases of non-choleric diarrhoea were 
109.72, 70, and 130% respectively. Fourteen cases had a 
haemoglobin level of more than 100%. Among the culture- 
positive cases the average figure was 111.66%. The lowest 
was 95 and the highest 130. Fifteen out of the 18 cases of 
this group had a haemoglobin percentage over 100. 


The average erythrocyte count in millions per c.mm. was 
4.85 in the control group, the lowest was 4.1, and the highest 
5.5 (one case). In eight cases the figure was lower than 5. 
In the cases of non-choleric diarrhoea the average figure was 
5.56, the lowest 3.5, and the highest 6.5. Only one case had 
a red-cell count below 5 millions per c.mm., while seven 
other cases had a count below 5.5 millions. In the cholera 
cases the average value was 5.83, the lowest 4.1, and the 
highest 7.5. Three cases had counts below 5 millions; two 
others had an erythrocyte comnt below 5.5 millions, and 13 
more cases had a count of 5.5 millions or above. 


The total white-cell count in the control cases averaged 
6,806 per c.mm. The lowest figure was 4,400, and the 
highest 9,500. In the cases of non-choleric diarrhoea the 
corresponding figures were 10,193, 3,500, and 16,000 respec- 
tively. Nine cases showed a leucocyte count above 10,000 
perc.mm. In cases of cholera the average count was 12,638, 
the lowest 4,500, and the highest 25,000 per c.mm. A leuco- 
cyte count above 10,000 per c.mm. was found in 11 cases. 

The W.B.C. (in thousands per c.mm.) to R.B.C. (in 
millions per c.mm.) ratio calculated from the average figures 
was 1.40 in the control group, 1.83 in the bacteriologically 
negative group, and 2.17 in the group of bacteriologically 
positive cases of cholera. 


The average differential count of polymorphonuclear 
neutrophil leucocytes went up from 58% in the control 
group to 82.2% in the non-choleric group, and to 82.5% in 
the vibrio-positive group of cases. The corresponding figures 
for total polymorphonuclear cells calculated from the differ- 
ential count and total leucocyte count were 3,957, 8,505, and 
10,675 per c.mm. respectively. ; 

The differential count of eosinophil cells was 5.39% in the 
control group, 1.17% in non-choleric diarrhoea, and 0.83% 
in cholera. The average total eosinophil counts (direct 
method) were 308.4, 105.5, and 94.5 per c.mm., respectively. 
There were no cases in the control group in which the 
eosinophils were completely absent, whereas in five vibrio- 
negative cases of diarrhoea and in six vibrio-positive cases 
no eosinophil cells were detected. Only 50 eosinophils per 
c.mm. were seen in four cases each of vibrio-positive and 
vibrio-negative diarrhoea, and only in one case of the con- 
trol group, Sixteen cases of the latter group and six and 
eight cases respectively of the vibrio-positive and vibrio- 
negative groups had an eosinophil count of over 100 cells 
per c.mm. 

The lymphocyte counts were 35.78% (calculated total 
count 2,405 per c.mm.) in the control group, 17.55% (calcu- 
lated total, 1,469) in vibrio-negative diarrhoea, and 16.30% 
(calculated total 2,152) in the vibrio-positive cases. In the 


Mean Values and Standard Errors of Haematological Findings and Blood Sugar in Control, Vibrio-positive, and Vibrio- 


negative Groups, Each of 18 Cases 









































Hb % R.B.C. WRC W.B.C. Neutrophils Lymphocytes Eosinophils P 
San | Cte! | x 108mm. /RBC.| Diff. Total Diff. Total Diff. Total _ | (mg./100 ml.) 
(%) (%) %) (per c.mm.) (%) (per c.mm.) 

Control. . | 95-284 1-78 | 4-85+0-08 | 6-80640-28 | 1-40 | 58-00+2-61 | 3,957+4 140] 35-78-+.1-82 | 2,405+.117-4 | 5-39+-0-71 |308-4-+4.33-7 |100 (assunied) 
Vibrio- || 111-66 +3-10 | 5-83£0-21 |12-638+1-25 | 2-17 | 82-50+2-13 |10,675+983| 14-60+ 1-60 | 1,534+ 196-9*| 0-83+0-37 | 94-5+17-2 | 88-17+2-8; 
Positive f t=5-28 t=4-66 t=4-66 t=11-26 t=6-83 t=13-24 t=4-93 t=12-32 t=12-43 1=4-22 
Vibrio- \ 109-72 42-69 | 5-56+0-16 |10-19340-80 | 1-83 | 82-20+3-40 | 85054860] 17-55+.2-92 | 1,469-+.131-5 | 1-17-+.0-34 |105-54.18-4 | 78-734.3-27 
Negative {| t=5-36 t=4-42 t=4-23 =7-12 t=5-40 t=6 “t=7-12 t=12-41 t=11-02 t=6-50 
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for each value in the vibrio-positive and vibrio-negative groups is highly significant. 


* Two cases with lymphocytes above 6,000 per c.mm. excluded. 
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last-mentioned group, however, two cases had very high 
lymphocyte counts (6,120 and 6,500 per c.mm.), and if they 
are excluded the average differential count of lymphocytes 
comes down to 14.6%, the corresponding total count being 
1,534 per c.mm. 

Thus there has been on the whole a readjustment of the 
absolute and relative number of the different leucocytes, 
with polymorphonuclear leucocytosis, eosinopenia, and 
lymphopenia. 

The blood sugar ranged from 110 to 130 mg. per 100 mi. 
in 4 cases, from 95 to 105 mg. in 4 cases, and from 55 to 
85 mg. in 10 cases of the vibrio-positive group. The mean 
value was 88.17 mg. per 100 ml. In the vibrio-negative 
cases of diarrhoea the blood sugar was 120 to 130 mg. 
rer 100 ml. in 3 cases, 95 mg. in 1 case, and 60 to 90 mg. 
in 14 cases, with a mean value of 78.73 mg. per 100 ml. The 
ncrmal fasting level of b!ood has been assumed to be 100 mg. 
rer 100 ml. 

The patients had been admitted between 2 to 28 hours 
after the onset of symptoms, and they required from 2 to 
20 pints (1.14 to 11.4 litres) of intravenous saline for main- 
tenance of the pulse and blood pressure within normal 
limits. One patient in the vibrio-positive group died soon 
after admission, all the rest survived. No significant cor- 
relation could be found between any of the blood changes 
and the mortality, the amounts of saline needed, or the 
interval between onset and time of collection of blood. 
Flowever, the two vibrio-positive cases with a high lympho- 
cyte count (over 6,000 per c.mm.) required 18 to 20 pints 
(10.2 to 11.4 litres) of saline infusion before the pulse and 
blood pressure could be maintained, whereas no other case 
required more than 12 pints (6.8 litres). 


Discussion 


The rise in haemoglobin value and red-cell count may be 
taken as evidence of haemoconcentration induced chiefly by 
less of fluid and partly by the addition of formed elements 
from splenic contraction. There was also an increase of 
the number of white cells per c.mm. Haemoconcentration 
is partly responsible for this change as well, but a rise in 
the white cell/red cell ratio in both groups of patients, indi- 
cating a disproportionate increase of the whites, suggests the 
occurrence of real leucocytosis. 

In association with this leucocytosis the presence of 
neutrophilia, lymphopenia, and eosinopenia reflected in the 
total as well as differential counts indicates that increase in 
the number of neutrophils has been responsible for the 
leucocytosis. The blood changes are similar to what was 
observed by Selye (1950) in mice and rats exposed to various 
forms of alarming stimuli. The fall in eosinophils was most 
characteristic. Hills et al. (1948) have listed various clinical 
emergencies that bring about a striking fall in eosinophils in 
man, Cholera seems to be no exception, and is possibly 
related to increased liberation of cortical hormone. The 
lymphopenia in our cases was not, however, a relative one, 
but there was usually a decrease in the absolute number as 
well, unlike what Selye observed in his animals. Two 
vibrio-positive cases had a lymphocyte count of over 6,000 
per c.mm. They required not less than 18 to 20 pints (10.2 
to 11.4 litres) of saline to have their pulse restored, while 
the others, in which the lymphocytes numbered from 400 
to 3,800 per c.mm., required only 2 to 12 pints (1.14 to 
6.8 litres). Absence of a reduction in the lymphocyte count 
may be related to the relative severity of these two cases, 
but another case which proved fatal had only 1,600 lympho- 
cytes with 200 eosinophils per c.mm. 

Both vibrio-negative and vibrio-positive cases showed 
marked changes in the blood picture—namely, rise in haemo- 
glotin percentage and in erythrocyte and _ leucocyte 
counts, neutrophilia, lymphopenia, and eosinopenia, together 
with a widely variable blood-sugar level. The average 


figures (see Table) indicate that these changes are similar in 
nature in the two groups of cases, although somewhat less 
marked in the former. The vibrio-negative cases are clini- 
cally indistinguishable from the vibrio-positive ones. They 





are usually regarded as true cases of cholera (at least durj 
epidemics), and lack of bacteriological confirmation is be. 
lieved to be due to inadequacy of the cultural methods, jf 
is possible that some of the vibrio-negative cases could be 
proved positive by using a large number and different types 
of media, and by a more frequent examination. But jp 
view of the fact that De, Bhattacharya, and Sarkar (to be 
published) have, by inoculation into ligated loops of smajj 
intestine of rabbits, produced evidences of the pathogenicity 
of strains of Bact. coli isolated from many of these ca 

it may not be unreasonable to think that not all these are 
cases of true cholera and that some at least are caused 
pathogenic Bact. coli. It is interesting to note here that 
Rogers (1951) has recorded the occurrence of polymorpho- 
nuclear leucocytosis in acute gastro-enteritis due to sero- 
positive strains of Bact, coli. 

Identical blood changes in both groups of cases point to 
the non-specific stimulation of the pituitary—adrenal axis 
by the associated dehydration, shock, and anoxia rather 
than by the products of V. cholerae. 

While seme of the cases had normal blood sugar, most of 
them exhibited definite hypoglycaemia. The blood-sugar 
level was not related to the duration of the disease during 
admission. As the patients cannot take anything by mouth 
during the earlier hours, the observed blood sugar can 
roughly be taken as the fasting value. Sayers (1950), in 
reviewing the literature, has remarked that one of the most 
characteristic actions of cortical hormone is to inhibit glu- 
cose utilization by the tissues. The relatively higher blood- 
sugar level in a minority of our cases may be due to an 
increase of cortical hormone or to reflex adrenaline dis- 
charge in shock. However, the observation of a low blood 
sugar in most of the cases is in keeping with the established 
fact that hypoglycaemia characterizes advanced shock 
(Sayers, 1950). In cholera this finding may perhaps be the 
result of deficiency of cortical hormone—an excess of which 
is known to decrease the glucose tolerance, 


Conclusions and Summary 


The occurrence of leucocytosis with neutrophilia, 
lymphopenia, and eosinopenia in cholera and non- 
choleric diarrhoea is related to increased suprarenal cor- 
tical activity under the stress of prevailing dehydration, 
shock, and anoxia. The significance of hypoglycaemia 
in most of the cases and of hyperglycaemia in a few 
is discussed. 


We thank Dr. A. K. Duttagupta for permission to publish this 
paper. We are indebted to Dr. N. C. Ganguli and Dr. K. P. 
Sengupta for much help during the course of this work. 
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Leeds has pionéered in the difficult field of dealing with 
back-to-back houses, said Mr. William Deedes, Parliamentary 
Secretary to the Ministry of Housing, speaking at Leeds 
Civic Hall in connexion with the “ New Homes for Old” 
demonstration at Louis Street, on October 11. He pointed 
out that this problem bore heavily not only on Leeds but 
also on the surrounding towns. For two years the city 
had been carrying out tests, and experiments had shown 
that ventilation in these houses could be brought up to 
acceptable standards with very little cost. Grants would 
be approved for their improvement. While unfit ones would 
not be preserved, and many were included in the slum 
clearance programme, others had a lifetime of well over 
15 years. Every house saved from decay meant one less 
new house to be built. 
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MALIGNANT MELANOMA 
SPONTANEOUS REGRESSION AFTER PREGNANCY 
BY 


E. P. ALLEN, F.F.R., M.R.C.P.Ed. 
Radiologist, New Plymouth Hospital, N.Z. 


Several reports have appeared recently dealing with two 
aspects of malignant melanoma—their relation to preg- 
nancy and their spontaneous disappearance. Both these 
occurrences are said to be rare, and it may therefore 
be of interest to record the following case, which showed 
both these unusual features. 


Case Report 


A married white woman of_38 was first seen by me in 
May, 1943. For several years she had had on the extensor 
surface of the right forearm an area about the size of her 
thumbnail which, though normal in colour, was a little 
elevated above the normal skin surface. About the middle 
of 1942, possibly following a scratch with a pin, part of the 
area became black in colour. This area was excised by her 
doctor in July, 1942, and the pathologist, Dr. J. O. Mercer, 
reported on the specimen: “ A circumscribed tumour com- 
posed of small naevoid cells with regular nuclei associated 
with a large quantity of melanotic pigment and surrounded 
by a zone of hyaline fibrous tissue. It is not invasive. This 
is a simple melanoma. There is no evidence of malignancy.” 

Two months later a black area apheared in the scar, and 
in May, 1943, when a black lump the size of a marble had 
developed, wide re-excision down to the deep fascia was 
undertaken. The pathologist now reported: “A cellular 
tumour composed of actively mitotic oval cells and large 
collections of pigment, mainly extracellular. The tumour 
has invaded the hyaline fibrous tissue and local fat. The 
appearances are quite unlike those previously reported on. 
It is a malignant melanoma.” 

At this stage she was referred to me for radiotherapy, 
mainly because the surgeon was reluctant to undertake re- 
excision for a tumour of unknown extent. She presented to 
me as a fit-looking woman with no evidence of residual 
disease. She had three children, then aged 10, 84, and 4 
years. She received an estimated tumour dose of 4,700 r in 
17 days to the forearm through two opposing 15 by 10 cm. 
fields. She was seen again on November 8, when there was 
no sign of recurrence and when she was ten weeks pregnant. 
By mid-March, 1944, 104 months after her second excision, 
and when she was seven months pregnant, she presented 
with multiple subcutaneous bluish nodules, up to the size of 
marbles. Such nodules were found on the left waistline, the 
right flank and the right upper arm. They were regarded 
clinically as blood-borne metastases, and the prognosis was 
thought to be hopeless, but to confirm the diagnosis the 
lesion in the right upper arm was excised on March 10, 1944. 
The assistant pathologist now reported that the specimen 
consisted of a lymph node, the structure of which was almost 
entirely replaced by tumour, consisting of solid masses of 
darkly staining polyhedral cells. There was little pigment 
present. The tumour was considered to have become more 
cellular and less well differentiated. 

By May 8, 14 days after the birth of a normal child, the 
patient had developed further deposits in the right scapular 
and inguinal areas. Localized tumour masses were also 
noted in the left breast, but it was not certain that these 
were of the same nature, because there was a history of 
breast abscess on this side. 

On July 10 she was seen again, and, to our surprise, all 
the nodules noted at her previous attendance had dis- 
appeared, except for a small node in the right groin. She 
was feeling very well and putting on weight. Small cres- 





centic areas of pigmentation were seen on the temporal 
sides of both disks, but did not appear to be neoplastic in 
nature. 

She has been seen on various occasions since, and at the 
time of writing (June, 1955) she is entirely well. This is 
twelve years after excision of the primary lesion, and eleven 
years after the appearance of widely scattered secondary ~ 
deposits. 

There can be no doubt that this tumour was malignant. 
The clinical course was entirely consistent until, of course, 
the point at which regression took place. The sections were 
twice reviewed by Dr. Mercer. On the first review, late in 
1944, he expressed his agreement with his assistant’s opinion 
that the tumour in the lymph node was an undifferentiated 
deposit from a malignant melanoma. In a second review 
within recent months he says : “ The original report that the 
tumour was a pigmented naevus should certainly be qualified 
by a statement that, in the light of modern views on the 
histology of melanoma, it was clearly a malignant tumour 
when it was first removed.” 

It is therefore believed that both the clinical and the 
pathological evidence is quite conclusive that a malignant 
melanoma recurred in widely disseminated form during preg- 
nancy and disappeared spontaneously after delivery. We find 
it very hard to believe that these two unusual happenings 
were not in some manner directly related one to the other. 
The sequence of events strongly suggests that the metastases 
developed as a direct response to the stimulus of pregnancy, 
and that they were in fact so dependent upon this stimulus 
that upon its withdrawal they themselves disappeared. The 
speed of their disappearance is in itself remarkable, regres- 
sion being clinically complete within eleven weeks of 
delivery. One other feature is that there was no local recur- 
rence after the re-excision. This raises the possibility that 
the “ metastases ” may have been multicentric foci of disease 
arising de novo in tissue particularly sensitive to the physio- 
logical stimulus, or, alternatively, that the stimulus led to 
the activation in these areas of malignant cells which up to 
that time had been lying dormant. 


I have to thank Dr. J. O. Mercer for permission to make use 
of his reports and letters. 


Medical Memoranda 











Uterine Fibroids in a Young Woman 


The following case is worth reporting on account of the 
large size of the tumours in a young woman, and because 
the only symptom complained of was swelling of the feet. 
There had been no menstrual abnormality at any time if 
one excepts a slight suggestion of water retention for the 
latter half of the menstrual cycle. There was no interfer- 
ence with normal daily bowel action. 


CASE REPORT 


An unmarried virgin aged 29 was referred to hospital 
complaining of having had swelling of the feet for the past 
year. Her doctor had referred her to a general surgeon for 
this condition-and for a palpable mass in her abdomen. 
For the past 12 months she had noticed her feet swelling 
about the middle of the menstrual period and then becoming 
normal after the period had begun ; the swelling had become 
more pronounced during the year. 

On questioning she said that just before the period she 
had had a headache, which disappeared when the menstrual 
discharge started, and that there might have been some swell- 
ing of the upper abdomen. Her menstrual periods had 
always been regular every 28 days and lasted for four days, 
with pain for some hours before the flow but not bad enough 
to interfere with her work as a clerk. The loss had always 
been heavy, and small clots had often been noticed, but 
there was no pain when they were passed. The menarche had 
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occurred at the age of 13. The last menstrual period was 
normal on September 28, 1954, the date of examination 
being October 6. 

There was no intermenstrual vaginal discharge, but on one 
occasion about 12 months previously there had been a slight 
sanguineous discharge per vaginam for about an hour. 

Her weight was 8 st. 9} Ib. (55.1 kg.), which corresponded 
to her normal limits of 8} to 9 st. (54 to 57.2 kg.). 

On abdominal palpation a somewhat irregular mass was 
felt arising from the pelvis, corresponding in size to a preg- 
nant uterus of 26 weeks’ gestation. The mass gave the 
impression of solid tumour with cystic areas. The patient 
was virgo intacta, the hymen just admitting one finger. A 
markedly effaced small vaginal cervix was felt to be ex- 
panded. Bimanually it was not possible to differentiate the 
mass from the uterus; the adnexa could not be satisfac- 
torily identified. On rectal examination small subserous 
fibroids could be felt in the posierior wall of the mass. 
These findings were confirmed by examination under 
anaesthesia immediately before operation. 

Despite the feeling that at her age and in view of the 
cystic spots in the mass this should be a case of ovarian 
tumor, a diagnosis of uterine enlargement due to fibroids 
with cystic degeneration was made. 

Laparotomy.—A right subumbilical paramedian incision 
was made. The uterus was grossly enlarged by a large 
fibroic, extending from the parametrium behind to the 
posterior fundus; there were other smaller fibroids lying 
subserously and scattered over the surface of the uterus. 
The organ was rotated to the right through 45 degrees and 
was firmly incarcerated into the true pelvis by the mass of 
the largest tumour. Both ovaries were enlarged, cystic, and 
sclerotc, and did not show any evidence of recent ovula- 
tion. ‘The uterus was elevated out of the abdominal cavity 
with difficulty and myomectomy of the large tumour 
achieved through a fundal incision, the smaller tumours 
being removed separately. The cavity, which was about 
4 in. (10 cm.) deep by 2 in. (5 cm.) wide after retraction, 
was closed by a long continuous “ cobbling” stitch which 
ensured that no dead spaces were left behind. Gilliam 
suspension of the still very enlarged uterus and appendic- 
ectomy were performed, and the abdomen was closed with 
catgut and “ nobecutane” dressing applied. 

Convalescence was normal, the patient being out of bed 
for increasing periods from the evening of operation. 

Pathology (Dr. H. C. Moore).—‘* The large tumour 
weighed 14 Ib. (680 g.), and had been apparently ‘ well 
encapsulated.’ It was very soft. Section disclosed a uni- 
form grey appearance, with very little degenerative change ; 
there were only a few small foci of hyaline change. Several 
sections showed a uniform appearance. The tumour is a 
leiomyoma and is extremely cellular—much more so than 
is usually seen. Nevertheless the nuclei are regular, do not 
show pleomorphism, and there are no mitoses. In my 
opinion the tumour is benign.” 


H. FitzGrpson, M.D., M.A.O., 


Gynaecologist, Drumcondra Hospital, Dublin. 


Munchausen Syndrome 


The following case of Munchausen syndrome (Asher, 1951) 
is described in the hope that the patient will be recognized 
and correctly diagnosed at an early stage during any subse- 
quent admissions to hospital. 


Case REPORT 


A man giving his age as 22 was brought into the casualty 
department on September 6, 1954, as a case of suspected 
skull fracture. He had been found lying in the street 
near by bleeding from his ears and nose and in a dazed 
condition. 

A long history was obtained, starting with meningitis and 
convulsions at the age of 8 years. Bleeding from the ears 
and nose began at 10 and had continued intermittently 
ever since. In 1951 he had a swelling in the left hypo- 
chondrium accompanied by the usual bleeding from the ears 


and nose and also skin haemorrhages. He was admitted to 
hospital in Dublin and splenectomy was performed ; during 
convalescence frcm this operation he began to have haemat. 
uria, and cystoscopy was said to have shown bleeding from 
the right kidney ; purpura was then diagnosed and he was 
given special tablets which he thought were cortisone ; these 
improved his general condition and controlled the bleedj 
He stated that he had come to England for the first time 
two weeks before admission and that bleeding had again 
begun on the previous day. 

Clinical examination revealed a patient of somewhat prog: 
nathous appearance with small but normal general physique, 
The respiratory, cardiovascular, and central nervous systems 
showed no abnormality. The abdomen was soft, with 
splenectomy and appendicectomy scars. There was subjec- 
tive tenderness over the whole of the right side of the abdo- 
men, maximal in the right renal area. There was dried 
blood around the ears and nose, bui no obvious bleeding 
points could be found. Hess’s test was faintly positive on 
one occasion and negative on numerous others. Lumbar 
puncture and full haematological examinations, including 
bone-marrow biopsy, revealed no abnormality. The urine, 
however, showed macroscopic haematuria with small blood 
clots. 

In view of the positive Hess’s test a tentative diagnosis of 
Henoch-Schénlein purpura was made, and a course of corti- 
cotrophin was started, which caused no improvement in his 
bleeding. On the day after admission he became somewhat 
uncooperative and refused to stay in bed despite sedation. 
During the next few days he became increasingly unruly, 
leaving the ward on numerous occasions at all hours of the 
day and night, and wandering around the hospital, usually 
with his face and clothes liberally smeared with dried blood, 
Remonstration and very heavy sedation proved equally un- 
availing, and on September 12 it was found necessary to have 
him transferred to an observation ward at St. John’s Hos- 
pital, Battersea. A report from this hospital stated that 
the man was kept under close observation, which precluded 
self-injury, and that he failed to produce any physical signs. 
He was discharged after 72 hours at his own request, the 
diagnosis being “ psychopathic malingerer.” 

Subsequent inquiries revealed that this patient is well 
known at many hospitals and his case has in fact been briefly 
described (Short, 1951). As long ago as 1951 he was known 
to have been in 29 hospitals in various parts of the British 
Isles. His appendicectomy was carried out in Paris, but 
where and when his splenectomy was performed has not 
been revealed. He has been an in-patient in various London 
hospitals in recent months, each admission following a 
similar pattern to that described above. Since his discharge 
from St. John’s he is known to have been in another hospital 
in this area. He rarely visits the same hospital twice. 


COMMENT 


The diagnostic difficulty in this case is the haematuria; it 
seemed feasible that the patient could simulate bleeding from 
the ears and nose by scratching the aural and nasal orifices 
and smearing the blood from the resultant excoriations over 
his face. It was noted at another hospital, however, that 
the haematuria and “ clots ” were produced by soaking small 
pieces of blood-stained cotton-wool in the urine. This patient 
will undoubtedly remain a constant nuisance, and any doctor 
having to treat him in future should consider the desirability 
of certification. The cost to the Health Service of his it- 
numerable admissions to hospital and exhaustive investiga- 
tions on each occasion must be fabulous. 


We wish to thank Dr. Philip Ellman for permission to publish 
this case. Acknowledgments are also due to Dr. H. S. Hamilton 
for his report on this patient’s admission to St. John’s Hospital, 


Bait 5 
_— R. A. Gawn, M.B., BS., 


Late House-physician to Rheumatism Unit. 


E. A. KAUFFMANN, M.B., B.Chir., 


St. Stephen’s Hospital, , 
Registrar to Rheumatism Unit. 


Chelsea. 
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Haemorrhagic Thrombocythaemia Treated with 
Radioactive Phosphorus 

In recent years a few scattered reports have appeared of a 
rare type of haemorrhagic disease first defined by Epstein 
and Goedel (1934) under the broadly descriptive name of 
“haemorrhagic thrombocythaemia.” Fuller criteria for the 
diagnosis were laid down by Reid (1940)—namely, “a 
tendency to haemorrhage and thrombosis associated with 
arteriosclerosis, great increase in the number of circulating 
blood platelets, moderate Jeucocytosis, polychromasia, aniso- 
cytosis and poikilocytosis with or without anaemia, and a 
great increase in the number of megakaryocytes in the 
marrow.” : 

The following case would appear to fit into this group 
and is, so far as we can ascertain, the first to be treated 
with radioactive phosphorus. 


CASE REPORT 


The patient, a single woman aged 54, had worked for 
nineteen years as a Post Office clerk. When first seen in 
April, 1952, she gave a five years’ history of fatigue, listless- 
ness, loss of weight, recurrent epistaxis, frontal headache 
with exacerbations of a migrainous type, and increasing 
dyspnoea on exertion ; more recently there had been some 
oedema of the ankles. 

During this period she had noticed recurring spontaneous 
bruising of the skin over the trunk and’ limbs. The bruises 
had occurred in crops, each appearing as a subcutaneous 
lump developing within a few hours and followed by a 
spreading ecchymosis. Recently the lesions had been more 
numerous and larger, the bruising affecting areas of several 
square inches. In addition there had been vaginal bleeding 
after two years’ absence of such loss. 

When first seen her general condition was fair; clinical 
anaemia, superficial glossitis, and mild koilonychia were 
present ; and the spleen and liver were just palpable. There 
was no peripheral arteriosclerotic change of note but the 
fundi showed grade 1 changes and the blood pressure was 
190/115. The heart was normal, there were no abnormalities 
in any other system and no skin lesions at this time. A 
blood count showed a chronic iron-deficiency anaemia 
(M.C.V., 73 cubic » ; M.C.H.C., 24%; P.C.V., 36%; haemo- 
globin, 58% ; R.B.C., 4,900,000 ; W.B.C., 10,800). The blood 
film showed marked hypochromia with anisocytosis and 
poikilocytosis ; target cells were present. A fractional test 
meal showed a normal secretion of free acid. There was 
no history of dyspepsia ; the barium meal revealed an irri- 
table duodenal cap, but no ulcer was seen; and the tests 
for faecal occult blood were negative. Examination of the 
nasal mucosa revealed no source of bleeding. 

A course of oral iron and stilboestrol (the latter given 
because it was thought some of her symptoms were meno- 
pausal) produced no symptomatic improvement. Further 
blood counts revealed that we were dealing with an unusual 
disturbance. There was a period of polycythaemia during 
which the striking feature was the number of circulating 
platelets in the blood, figures up to 2,400,000 being obtained. 
Her facies became rather plethoric and a series of local 
haemorrhagic lesions appeared in the skin of the upper and 
lower limbs. These appeared each within a matter of a 
few hours as a central pale nodule 1-2 cm. in diameter, 
with ecchymosis spreading into the surrounding skin over a 
wide area. The lesions resolved within about a fortnight. 

There was now more obvious enlargement of the spleen, 
the lower edge being palpable two fingerbreadths below 
the left costal margin. 

Sternal Marrow (August 23, 1952).—An extremely cellular 
marrow showed excessive activity in erythropoiesis and leuco- 
poiesis. The most striking feature, however, was the 
proliferation of the abnormal forms of megakaryocytes, 
many of which had bizarre nuclear forms. An occasional 
megakaryoblast was seen. There was a relative increase 
in the number of promyelocytes, but not of myeloblasts. 
Erythropoiesis was normoblastic and erythroblasts were 
frequent. 


A blood count prior to treatment showed R.B.C., 
5,108,000 ; W.B.C., 9,500 ; platelets, 1,208,000 ; bleeding time, 
2 minutes ; clotting time, 3 minutes. On September 8 she 
was given 4.5 millicuries of **P intravenously without ill 
effect. There resulted a rapid fall in the peripheral platelet 
count, the figure after six weeks being normal. The white- 
cell count fell somewhat but the red-cell count was little 
affected. There was a definite reduction in the occurrence 
of the skin lesions, only a few small ones appearing on the 
lower limbs, and first the spleen and then the liver became 
impalpable. Her general condition improved and she com- 
plained less of fatigue. 

Six months after the first treatment her platelet count 
showed a tendency to rise (haemoglobin, 103% ; W.B.C., 
11,000 ; platelets, 466,000 ; bleeding time, 1 minute ; clotting 
time, 4 minutes), she did not feel so well, and was still 
having occasional skin haemorrhages. A’ second dose of 
**P (4 millicuries intravenously) was given on May 28, 1953. 
Again there was a symptomatic improvement and skin 
haemorrhages became very infrequent. 

Sternal Marrow (December 14, 1953).—The marrow was 
of average cellularity. The hyperplasia observed in the 
previous marrow film was no longer present. The megakaryo- 
cytes showed no significant proliferation and no megakaryo- 
blasts were seen. Erythropoiesis and leucopoiesis were 
normal. 

A third dose of *P (5.1 millicuries intravenously) was 
given on March 18, 1954, for a further mild relapse. Since 
that time she has remained in reasonably good health with 
only occasional headache and fatigue. Skin ecchymoses 
appeared only rarely and were very small. She carried on 
work without difficulty. The most recent blood examination 
(November 5, 1954) showed a normal count: R.B.C., 
4,210,000 ; haemoglobin, 96%; platelets, 280,000. She has 
been on iron therapy by mouth for several months. 


COMMENT 


Some 14 cases of haemorrhagic thrombocythaemia are 
described in the literature, but in four the pathological con- 
ditions suggested that they were of secondary origin. The 
remaining 10 had most of the features required by Reid in 
his definition of the condition. Of these, four showed a 
high red-cell count at some stage—for example, in the 
patient described by Mortensen (1948) a count of 9,800,000 
was noted, whilst in three others (Uotila, 1938 ; Lebel, 1947; 
Rowlands and Vaizey, 1938) the count was over 7,000,000. 

There would, however, seem to be some significant differ- 
ences between this condition and polycythaemia vera. The 
development of a transient anaemia in the absence of 
haemorrhage, though not invariable, is in contrast to the 
findings in polycythaemia. Also haemorrhage is invariable 
in the type of case described, whilst Lawrence et al. (1953) 
found that only 14 out of 159 cases of polycythaemia vera 
gave a-history of bleeding. This bleeding tendency could 
clearly be related to the excess of, or abnormality in, the 
platelets in the blood, which is a reflection of the abnormal 
changes in the marrow. Nevertheless it must be noted that 
platelet changes occur in polycythaemia, Dameshek and 
Henstell (1940) describing such a case with a platelet count 
of 6,000,000. 

The exact status of haemorrhagic thrombocythaemia in 
the “ myeloproliferative syndrome” must, we consider, re- 
main in doubt, but its response to **P suggests to us that 
at least it is closely related to polycythaemia vera. 


J. C. Wooprow, M.B., M.R.C.P., 
Medical Registrar, David Lewis Northern Hospital, Liverpool. 


S. Cope, M.D., M.R.C.P., 
Senior Medical Registrar, Royal Southern Hospital, Liverpool. 
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OCCUPATIONAL DISEASES 


The Diseases of Occupations. By Donald Hunter, M.D., 
F.R.C.P. (Pp. \1046+xv; illustrated. £5 5s.) London: 
English Universities Press Ltd. 1955. 

It has become a commonplace among scientific workers to 
ask what the outcome of the increasing narrowness of 
specialization is likely to be. On the whole some measure 
of pessimism seems to colour discussions on this apparently 
important point. But a little consideration will show that 
no such preoccupation is necessary, nor need there be any 
anxiety about the intellectual evolution of man. 

The abstraction we call science is a creative process fed, 
“stirred, stoked, raked, and filtered by men, but understood 
by no one man. The finished products of science are basic 
principles each of which guides, or combinations of which 
guide, men to further processing of them. The raw materials 
of science arise from the specialized efforts of men endowed 
with finer perceptions, greater determination, more ruthless 
detachment, and, on the whole, less regard for the efforts of 
other men than are possessed by their fellows who cannot 
easily stand alone. Whilst we hold that these characteristics 
apply equally to all science and scientists as such, it is 
neither possible nor desirable that a human being should 
become all scientist nor that science should be tampered 
with by considerations we have come to associate -with the 
humane. The synthesis of science with the values and 
verities called eternal is the goal of the complete man. In 
no field of science or of humane endeavour is there so all- 
embracing a fusion of science and humanity as in the field 
of medicine, to which Dr. Donald Hunter has made so 
important a contribution in -the work under review. 

In the recent past more than a little clamour arose by the 
claim made by the practitioners of industrial medicine that 
their field is a specialty and that they are properly to be 
regarded as specialists. If any evidence, other than common 
sense, were required to prove that this is a mistaken view, it 
is given in full by Hunter’s presentation of the diseases of 
occupations. For here we find a panorama of almost the 
whole field of human endeavour and its impact upon the 
body and mind of men, of the ills and sorrows which are 
incident to the need to harness the external world to the 
requirements of human survival, of the cruelty of man to 
men, of the subtle and furtive attack upon his body of the 
products of man’s ingenuity, of the lag between the call for 
justice and the enactment of the law, and of the con- 
tributions of every specialist and non-specialist branch of 
medicine to the elucidation, prevention, and treatment of 
occupational disease. And he who has given us this 
panorama to see is no specialist, but one who know&—none 
Better—how to elicit the specialist’s contribution and how to 
incorporate it into the body of the scientific-humane process 
we call industrial or occupational medicine. To those par- 
ticularly who know Dr. Hunter it will be a pleasure to 
express their satisfaction that his practised and fluent mind 
has produced a volume which far outshines in kKhowledge 
and in experience anything that has been produced before 
in this enormous field. In this volume of over a thousand 
pages, beautifully produced and illustrated and widely 
documented, not the least encouraging feature for the 
development of the subject is the large number of illustra- 
tions, which were obtained from industrial concerns of the 
widest variety. Hunter has never been a trimmer on ques- 
tions of unhealthy industrial practice, and many of his 
caustic comments are well known to industrialists in many 
branches. That these men should have co-operated so freely 
is a wonderful comment on Hunter’s personality and 
earnestness and on the degree to which his teaching has 
penetrated far and wide. 

To attempt any comprehensive appreciation of this book 
would do it less than justice in the space at our disposal. 





kt must suffice to say that it will become the standard work 
on the subject for a long time to come. 

Having outlined many aspects of the earlier developments 
leading to the modern industrial age, illustrated by many 
pioneers such as Agricola, Paracelsus, and Ramazzini, the 
author considers the period 1760-1830 in order to present 
the well-known horrors of that grim time with contemporary 
pictures of the horrible slavery, cruelty, and exploitation 
from which so much wealth was amassed and on which the 
commercial empire was built. Our withers have often been 
wrung by the story of this period, and had the last twenty 
years not come upon us we might have praised Providence 
that mankind had emerged safely from its stain. Nowadays, 
however, we may well ask whether we can be confident of 
emancipation and whether the villains of the 1800's were, 
according to their lights, worse than the villains of 1933 and 
onwards. 

It is a source of pride to British medicine that, although 
Ramazzini undoubtedly laid the foundation of industrial 
medicine, it was Thackrah who, in the centre of the most 
advanced industrialization yet attained, and perhaps stimu- 
lated by Robert Owen, described in cool and balanced 
terms the effects of many trades and occupations on the 
working population and notably on children. As we are 
taken by Hunter through the factories, mills, and mines, and 
listen again to the voices of the great Englishmen who 
emancipated the British people from itself, we may keep in 
the mind’s eye the children of to-day, and, whilst being 
thankful, remember that the task is never done. As we read 
through Hunter it is impossible not to realize that proper 
regard for the health and welfare of workers is not merely 
a question of humanity and respect for the dignity of men 
and women, but also a vital contribution to the efficiency 
and productiveness of the worker. The development of a 
young workman to a potentially high level of expertise 
depends upon many factors, personal and technical, but the 
establishment of a respect and affection for his working 
environment is high among them. 

The message of this monumental work is directed not only 
to employers, industrial doctors, and scientists, but also to 
the practitioner, the trade union official, and the worker. 
All have their particular contribution: to make. Hunter's 
book should show that the health and welfare of the worker, 
coupled with a proper sense of responsibility in him and his 
employer, are our common aim. The doctor in industry, be 
he part-time, full-time, official factory doctor or medical 
inspector, must cement the specialist activities of all con- 
cerned to prevent occupational accident and disease, and by 
unprejudiced and extensive study smooth the road to an ever 
happier, healthier, more dignified, and more contented 
industrial community. His principal reward is not to be 
titled as a specialist, but to see himself as an acolyte in the 
service founded and developed in Britain and so wonderfully 
illumined by Donald Hunter. M. W. GoLpsLatr. 


RECENT RESEARCH 


* Lectures on the Scientific Basis of Medicine. Volume III, 
1953-54. (Pp. 398+ix; 9 plates. 35s.) London: Univer- 
sity of London, The Athlone Press. 1955. 

This, the third volume of Lectures on the Scientific Basis of 

Medicine, is well edited by Sir Francis Fraser and finely pro- 

duced by the University of London Press. Out of the 30 

lectures given in the series in the year 1953-4, 21 are included 

in this book. The general title of the lectures makes 4 

claim which some of the contributors may have found a 

little alarming, but most of the lectures fully justify this 

superscription. They follow the same themes as in 
two previous volumes, with the exception that medical his- 
tory, dermatology, and psychopathology find a place for the 
first time, introduced by H. E. Sigerist, R. M. B. MacKenna, 
and R. W. Russell respectively. 

Of the other contributors, W. D. M. Paton discourses 
brilliantly on the anticholesterases ; J. H. Burn adds another 
chapter to the remarkable story of acetylcholine; F. G. 
Young continues, but cannot yet conclude, the account of 
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the work on the anterior pituitary and diabetes which he 
initiated in 1937; G. W. Harris tells of the researches in 
his department which have shown that the depressant effect 
of stress on the thyroid in rabbits is mediated both by the 
hypothalamus and by the anterior pituitary ; G. R. Cameron 
talks with authority on tissue repair ; while J. B. S. Haldane 
says less than any other contributor, but says it with charac- 
teristic penetration. 

All these lecturers are themselves distinguished participants 
in the researches they describe ; most of them state lucidly 
the limitations of the conclusions they have reached and 
indicate precisely where ignorance is impeding the progress 
of knowledge. G. M. Bull, who is occupied with the 
search for water regulators in the body other than Verney’s 
osmoreceptors, does these things admirably too, but he has 
the additional advantage that the whole of his research work 
was conducted in man. How short, but how trackless, 
appears the distance from Young’s dogs and Harris’s rabbits 
to the aetiological problems of diabetes and thyrotoxicosis 


in man. D. V. HusBLe. 
NEURO-OPHTHALMOLOGY 
Neuro-Ophthalmolo, By Donald J. Lyle, B.S., M.D., 


F.A.C.S. Second ition. (Pp. 591+-xii; illustrated.’ £6 6s.) 

Springfield, Illinois: Charles C. Thomas. Oxford: Blackwell 

Scientific Publications. 1954. 
In contrast to the first edition published in 1945, the present 
edition is a systematic survey of neuro-ophthalmology. The 
profuse and excellent illustrations which were an outstanding 
feature of the first edition have been retained ; in fact there 
are now many more, and most are both pleasing and in- 
formative. The many case records previously given have 
been brought to manageable proportions, greatly increasing 
the value of the text, which itself is very largely rewritten. 
The first two-thirds of the book are devoted to accounts 
of the normal anatomy and physiology of the neuro- 
ophthalmological system, and the pathological deviations are 
discussed in relation to these basic data. The rest of the 
text deals with specific clinical entities such as meningitis, 
encephalitis, the demyelinating disorders, and such-like 
groupings. A final chapter is devoted to syndromes that 
include eye symptoms. The competence of the exposition, 
the orthodoxy of the teaching, and the high standard of the 
illustrations all make this book an acceptable text on neuro- 


ophthalmology. ARNOLD Sorssy. 


HOSPITAL STATISTICS 


Morbidity in the Municipal [ a 2 of & Gy of New 
York. By Marta Fraenke Carl L. Erhardt. 
re. 229. $4.50.) New York. Rosell Sage Foundation. 


This book is an analysis of the 121,952 discharges from 
the municipal hospitals of New York City during the six 
months May—October, 1952. The hospitals number 31, of 
which 14, with 9,421 beds, are “ general.” The others are 
special hospitals ; they contain 8,062 beds, of which 4,093 
are for pulmonary tuberculosis. The municipal hospitals 
provide 43% of the hospital beds in the city and cater 
primarily for the indigent. 

The limitations of hospital statistics as an index of the 
health of a community are recognized. Their main use is 
to provide facts for those who have to try to predict the 
future need for hospital provision and to make the best use 
of existing hospitals. All this is well brought out in the 
book, and a recommendation is made that the relatively 
simple system used for the collection of statistics in this 
pilot survey should be extended eventually to all New York 
hospitals. They used mechanical tabulation centrally and 
did not fall into the trap of making the returns from the 
individual hospitals too complicated. The diagnoses used 
are those of the International Statistical Classification. 

There are valuable chapters on length of stay, maternity, 
traumatic conditions, tuberculosis, cancer, and the hospital- 
ization of children and of the aged. The information given 
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is of interest to a variety of readers—hospital administrators, 
clinicians, and bio-statisticians. For example, 47% of the 
patients were discharged within seven days and only 4% 
remained longer than three months. The necessary warning 
is given that in comparing average lengths of stay in different 
hospitals the nature of the case-load and the ages of the 
patients are important. Another factor is the availability 
of home care. The percentages of children among the 
patients was 15, and of those over 65, 16. Only 18% of 
the normal maternity cases stayed more than six days. Sex 
incidence in different diseases affects ward allocation: 80% 
or more of the cases of malignant disease of the lung or 
bronchus, of the alcoholic psychoses, and of duodenal ulcer 
were male. The average bed occupancy in the general hos- 
pitals was 92%, but it varied in the different hospitals from 
73.6% to the very overcrowded figure of 115.7%. The 


number who discharged themselves without medical con- } 


sent was 11% ; in the case of the tuberculous it was 30%. 
The above are samples of the facts brought out in this 
important survey. The book will be of value to all who 


work in hospitals. ALLEN DALEY. 


TELLING THE PATIENT 


Should the Patient Know the Truth? A response of 

physicians, nurses, clergymen, and lawyers. Edited by Samuel 

Standard, M.D., and Helmuth Nathan, M.D. (Pp. 160. Pa - 

cover 15s.; bound 22s.) New York: Springer Publishing 

Inc. London: Interscience Publishers Inc. 1955. 

The title of this book expresses a question which every 
practising physician and surgeon has of necessity to answer 
to his own satisfaction. Eleven doctors, seven nurses, three 
lawyers, and three theologians here’ give their opinions and 
show considerable differences in their points of view. The 
essential difficulty is well put by B. C. Meyer, who begins 
his answer by asking: “ What patient, and what truth ?” 
Dr. Paul White, whose contribution is full of wisdom, tells 
of a former teacher of his who used to tell patients not only 
what was the matter with them but what he thought would 
happen to them. “In his vigorous effort to be truthful he 
proved to be at times quite untruthful.” Meyer again hits 
the nail on the head when he asserts, “ For it is certain 
that there exists no general dictum or prescription for this 
troubled aspect of the communications between a physician 
and his patient. What is good medicine for the one may 
prove catastrophic for another.” 

We should have thought that the nurse ought to have 
little difficulty, for her line of conduct is plainly put by 
Miss Wolff, who writes : “If a patient persists, he is gently 
but firmly told that he must ask the doctor for further 
information.” For ourselves we would abide by the dictum 
of that wise physician Dr. Thayer, who is quoted as saying 
to his class: “ The doctor is never privileged to lie to a 
patient, but he is privileged to tell the patient part of the 
truth.” The reviewer in a long life of practice never (to 
his knowledge) told a patient an untruth, but he often 
thought it wise not to tell the whole truth. A book to make 


one think. ZACHARY COPE. 


FUNDAMENTALS OF RADIOGRAPHY 


The Fi undamentals of X-ray and Radium Physics. By Jose 
Selman, M.D. (Pp. 340+xii; illustrated. éis) Springfie held, 
Illinois: Charles C. Thomas. Oxford: Blackwell Scientific 
Publications. 1954. 

This book is intended for radiographers and radiotherapy 

technicians, and not for radiologists, for whose purposes it 

is far too elementary. It contains a simple and lucid pre- 
sentation of elementary physics and electrotechnics suitable 
for the radiographic student coming to his studies without 
any previous knowledge of physics or mathematics. The 
explanations in the text are copiously illustrated by an excel- 
lent series of line drawings, and the book is well produced 
and easy to read. Altogether, it should prove a blessing 
to those in need of elementary instruction in the physics and 


techniques of radiology. W. M. Levrrr. 
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PRIMARY TUBERCULOSIS 


There is less controversy about the treatment of 
patients with tuberculous cavities in the lung than of 
* those with tuberculous nodes in the mediastinum, for 
in the latter there is little objective evidence and much 
a priori inference. The effect of anti-tuberculous 
drugs on the course of primary tuberculosis is not 
dramatic. To demonstrate and measure it therefore 
requires the usual carefully controlled trials, and none 
have so far been reported. They would, it is true, not 
be easy to carry out, for large numbers of patients 
would have to be observed for long periods. Simple 
primary pulmonary tuberculosis in children not 
treated by antibacterial drugs carries only a small 
risk. In the High Wood survey,’ for instance, only 
3 (1%) of 317 children died while in hospital and 5 
(2%) during the whole observation period of 6 to 10 
years. Thirty-six (119%) developed a tuberculous 
complication in hospital and 11 more during the 
period of observation. It is well known that the prog- 
nosis varies with the age of the child. Cammock and 
Miller? suggest that about 4% of those under 5 
develop miliary or meningeal tuberculosis ; and F. J. 
Bentley and his colleagues' have estimated that in 
this country approximately 6% of the infected 
children under 2 died before antibacterial drugs 
became available. These complications are much 
less common in adolescence and young adults ; but 
in them there is a greater risk of the primary infection 
leading to chronic pulmonary tuberculosis—a risk of 
the order of 5 to 10% in those with manifest intra- 
thoracic primary lesions." * 

At first sight all these risks may seem too small to 
justify wholesale use of the antibacterial drugs in 
primary tuberculosis; and it has indeed been sug- 
gested that it is better to keep the patients under 
observation and to diagnose and treat promptly any 
complications that occur.‘ At the other extreme, 
J. J. Waring® advocates that persons of any age who 





1 Bentley, F. J., Grzybowski, S., Benjamin, S., Tuberculosis in Childhood and 
Adolescence, 1954, London, 

2 Cammock, R. M., and Miller, F. J. W., Lancet, 1953, 1, 158. 

8 Nissen Meyer, S., Statistical Investigation of the Relationship of Tuberculous 
Morbidity and Mortality to Infection, 1949, Copenhagen. 

* Leading article in New Engl. J. Med., 1954, 251, 716. 

5 Waring, J. J., Dis. Chest, 1954, 25, 361. 

® amer. Rev. Tuberc., 1955, 72, 408. 

? Grzybowski, S., Amer. Rev. Tuberc., 1955, 72, 398. 

§ Myers, J. A., Diehl, H.S., and Boynton, R. E., J. Amer. med. Ass., 1955, 188, 1. 

® Verney, R. E., British Medical Journal, 1955, 2, 929. 


aa 
are known to have been infected should have ang. 
bacterial treatment. The Committee on Therapy gf 
the American Trudeau Society® stated recently tha 
“since the risk of meningitis is high in infancy ang 


. Since there is evidence that this particularly dangeroys 


form of the disease may be prevented by isoniazid 
recent infection in this age group, even though mani. 
fested only by the tuberculin skin test, may reasonably 
be treated prophylactically.”. S. Grzybowski’ recom. 
mends treating recently infected children over }) 
years of age as well as those under 2. In his opinion, 
based on the High Wood experience, children of any 
age who are admitted to hospital for primary tuber. 
culosis should have antibacterial therapy. The aims 
of hospital treatment and drug treatment are the 
same—to prevent complications—and he believes it js 
illogical to use one method without the other, though 
antibacterial treatment of the uncomplicated primary 
infection should be carried out at home with the least 
disturbance of the child’s normal life. 

Without better evidence than exists at present it 
would be unwise to recommend indiscriminate anti- 
bacterial treatment of all recently infected but clinic- 
ally and radiographically healthy persons. The 
danger of unpleasant side-effects from the drugs can 
be measured ; and it is small. The risk of bacterial 
resistance is entirely unknown, and it is doubtful 
whether it can ever be accurately estimated. But 
before submitting thousands of young people through- 
out the world to long periods of drug-taking it is 
surely necessary to determine whether such treatment 
does indeed reduce the'risks. How long, for instance, 
should drugs be administered ? Is the reduction of 
the risk sufficiently great to justify treatment for a 
year or more of children and young adults who feel 
perfectly well? Can all the tubercle bacilli be 
killed in this time and skin sensitivity to tuberculin 
disappear? If so, should the individual then be 
vaccinated with B.C.G. or treated once more when 
the next infection occurs? In our correspondence 
columns this week Dr. F. J. Bentley warns that one 
effect of antibacterial treatment in children may be 
to increase the incidence of segmental lesions in the 
lungs. 

Recent reports about the incidence of tuberculosis & 
in medical students and nurses provide further 
evidence on which to assess the dangers of infection. 
At the University of Minnesota J. A. Myers and his 
colleagues® found that about 10% of the students who 
entered medical school after 1950 became infected, 
but none have so far shown clinical or radiographic 
evidence of disease.* R. E. Verney,’ in a paper pub- 
lished a fortnight ago in this Journal, reported that 
the incidence of active pulmonary tuberculosis in 
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isdonte of Edinburgh, Glasgow, Cambridge, and 
Belfast Universities was between 3 and 8 per 1,000 
during the years 1950 to 1953. Of 11,000 first-year 
students and nurses at ten university centres, about 
27%, were found to be tuberculin negative. Myers 
and his colleagues have attempted to reduce tuber- 
culous disease in their students by guarding them as 
far as possible from infection during their hospital 
training and repeatedly tuberculin-testing and radio- 
graphing them. They state that antibacterial drugs 
may in future be given to those known to have been 
infected. In Edinburgh, on the other hand, Verney 
has relied-more on B.C.G. vaccination to prevent 
tuberculous disease, and he records the fact that 2,630 
medical students and nurses at ten university centres 
a been vaccinated between 1949 and 1954. Three 

%) cases of pulmonary tuberculosis have so far 
wok among them. Of.392 tuberculin-negative 
students not vaccinated, 14 (3%) were known to have 
developed clinical signs of tuberculous infection. 
Verney does not claim that the B.C.G. caused this 
difference, for the procedure was not planned as a 
trial of the vaccine. 

These reports from the universities of Minnesota 
and Edinburgh are examples of different approaches 
to the same problem, and the results of the Medi- 
cal Research Council investigation on B.C.G. in 
adolescents, when they become available, should help 
to decide which of the two procedures is likely to 
reduce tuberculous illness in the young and, indirectly, 
to ease the task of treating it. 








TOXOPLASMOSIS IN INFANCY 


The toxoplasma has been known for almost half a 
century as a protozoan parasite for which many 
animals, including man and some birds, act as hosts. 
Medical interest, however, dates from 1939, when 
A. Wolf, D. Cowen, and B. H. Paige’ in the United 
States showed that it could occasionally produce grave 
damage in the unborn child. It is now clear from 
many papers on the subject that congenital toxo- 
plasmosis, presumably transmitted through the. 
placenta, is not a very rare disease. 

The toxoplasma may invade many of the foetal 
tissues such as lungs, myocardium, liver, kidneys, 
muscles, testicles, ovaries, adrenals, and thyroid, but 
most affected infants present with symptoms referable 
to the eyes or to the nervous system.** In fact, the 
clinical signs are so characteristic in most cases that 
diagnosis should rarely be difficult. These signs, 
which are present at birth or appear in the early 
months of life, have been described by J. H. Hutchi- 
son* and by W. G. Wyllie and H. J. W. Fisher. They 


fall into four groups. The first comprises nervous 
disturbances. Most frequent are convulsions, various 
spastic palsies, choreoathetosis, head retraction and 
opisthotonos, facial palsy, and somnolence. None 
the less, residual mental impairment is often remark- 
ably slight. In active cases the cerebrospinal fluid 
shows xanthochromia, pleocytosis, and a raised pro- 
tein content. In older children in whom the disease 
has become quiescent a normal fluid can be expected. 
The second group is of eye changes. A bilateral 
macular choroidoretinitis is rarely absent, though it 
may not appear for a few months after birth. In 
the chronic state, large white areas of choroido- 
retinal atrophy with heavy pigment deposition are 
easily seen with the ophthalmoscope. Other abnor- 
malities may be visible, such as microphthalmos, 
enophthalmos, strabismus, nystagmus, and unequal 
pupils. Intracranial calcification. which is the 
third sign of importance, is often radiologically 
demonstrable at birth, and appears as curvilinear 
streaks or multiple small opacities, especially in 
the region of the basal ganglia or optic thalamus. 
Fourthly, ventriculography as a rule reveals internal 
hydrocephalus. The skull may be obviously hydro- 
cephalic, but it is often of normal size or even 
microcephalic. A. B. Sabin and H. A. Feldman’ 
have pointed out that when choroidoretinopathy 
is associated with cerebral calcification in infancy 
the chances are about 90% that it is due to toxo- 
plasmosis. Conversely, choroidoretinitis without 
cerebral calcification is due to causes other than 
toxoplasmosis in some 90% of cases. In a few cases, 
of particular severity, other less characteristic mani- 
festations of the disease have been noted at birth. 
Some infants have been born with jaundice, enlarge- 
ment of liver and’ spleen, and erythroblastaemia which 
closely simulates haemolytic disease of the newborn.‘ 
A negative Coombs test should arouse suspicion in 
such a case. In other cases there have been severe 
thrombocytopenic purpura, interstitial pneumonia, 
vomiting and diarrhoea, fever, or a diffuse maculo- 
papular rash.* 

Confirmation of the diagnosis has sometimes been 
achieved in the early case by recovery of the toxo- 
plasma by intracerebral or intraperitoneal inoculation 
* Wolf, A., Cowen, D., and Paige, B. H., Amer. J. Path., 1939, 15, 657. 

2 Sabin, A. B., J. Amer. med. Ass., 1941, 116, 801. 

« Zueiaee. WW, Koel W. (Chicago », 1944, Frage G., Medicine (Baltimore), 
bd mt. 4 Arch. Dis. ns. 1949, 24, 303. 
6 Wyllie, W. G., and Fisher, H. J. , Quart. J. Med... 1950, 19, 57. 


7 Sabin, A. B., and Feldman, H. A., We Pediat., 1949 

8 Cowen, D., Wolf, A., and Paige, B. H., Arch. Neurol. Psychiat. (Chicago), 
1942, 48, 689. 

® Sabin, A. B., and Feldman, H. A., Science, 1948, 108, 660. 

10 Beverley, J. K. A., and Beattie, ro P., J. clin. Path., 1952, 5, 350 

11 Warren, J., and Russ, S. B., Proc. Soc. exp. Biol. (N. Y.), 1948, 67, 85. 

12 Sabin, A. B., Pediatrics, 1949, 4, 443. 

13 Frenkel, J. K., Proc. Soc. exp. Biol., (N.Y.) 1948, 68, 634. 

14 Fisher, O. D., ” Lancet, 1951, 2, 904. 

15 Beckett, R. s., and Flynn, F. i. New Engl. J. Med., 1953, 249, 345. 

16 Beverley, J. K. A., and Beattie, Ge P., J. Hyg. (Lond.), 1954, 52, 37. 

17 Macdonald, A., Lancet, 1950, 2, 560 
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of mice with the patient’s cerebrospinal fluid. More 
often it will depend upon the results of one or more 
serological tests, such as the cytoplasm-modifying 
antibody test (dye test)®*® and the complement-fixa- 
tion test,''’* which should be performed on both 
mother and child. The dye test is the more useful 
in that cytoplasm-modifying antibodies appear early 
and persist for many years. It can be performed only 
in a laboratory which maintains a living strain of 
toxoplasma. The complement-fixation test does not 
require living toxoplasma, and in most cases it can 
provide adequate diagnostic confirmation. When 
possible, both tests should be used, since comparison 
of the relative antibody titres may give some indica- 
tion whether the infection is recent and active or 
long-standing and quiescent. There is also a skin 
test with toxoplasmin,'* which gives results in close 
agreement with the dye test. The results are only 
qualitative, and it is probably of more value in 
epidemiological surveys and as a screening test in 
suspected cases of toxoplasmosis than for final 
diagnosis. '* 

Although every mother of an affected infant will 
herself yield positive serological evidence of toxo- 
plasmosis, there will rarely be a history of recent ill- 
ness. This is because toxoplasmosis acquired in adult 
life is usually asymptomatic.. Only rarely does 
acquired toxoplasmosis produce obvious disease, 
though it can give rise to a wide variety of dis- 
orders.'° On the other hand, there is evidence that 
asymptomatic toxoplasmosis is very common. J. K. A. 
Beverley and C. P. Beattie’* found in Sheffield that 
by the age of 20 one-quarter of the population 
have been infected. There was a significantly higher 
incidence among veterinary ‘surgeons and abattoir 
workers, which suggests that domestic animals are 
a source of infection. 

The prognosis of an infant with congenital toxo- 
plasmosis has been largely determined before its 
birth. Most children have severe residual ocular and 
cerebral damage, but in a few the disability has been 
quite slight. The most severely affected infants with 
jaundice or purpura rarely survive the neonatal 
period. On the other hand, the mother of a toxo- 
plasma-infected infant can be given an excellent prog- 
nosis for subsequent children, who will not be affected 
by the disease. It appears that the mother who 
already has antibody in her blood does not infect her 
foetus, and that only a woman who acquires her 
infection during pregnancy is likely to pass on the 
disease to her child."’ 

Treatment is unsatisfactory. It is, indeed, difficult 
to see how any drug, even if effective against the 
toxoplasma in vivo, could be used successfully against 


Mepicat Touma 


a disease which has produced severe damage durj 
antenatal life, unless routine testing of all expectan 
mothers were carried out. Several drugs have bee, 
shown to have an effect against toxoplasma in yiyg 
when tested in animals. The most potent therapy a 
present available is sulphadiazine combined with the 
new antimalarial pyrimethamine (“daraprim ”), by 
no very satisfactory results have yet been reported in 
human cases. 








CORTISONE IN ULCERATIVE COLITIS 


A little over a year ago we published a, preliminary 
report by Dr. S. C. Truelove and Professor L. J. Witis! 
of a therapeutic trial of cortisone in ulcerative colitis 
carried out in a number of hospitals in England and 
Scotland. The final report of the same authors appears 
in our opening pages this week. Out of the 210 patients 
in this series 109 received cortisone for six weeks and 
101 acted as controls. Certain general principles of 
treatment were agreed on prior to the trial, and one of 
these was that surgery during the trial would usually 
imply that the patient had failed with the medical 
regime. All except five of the patients have been fol- 
lowed up for from nine months to two years. So far 
as immediate results are concerned Truelove and Witts 
found that at every stage of severity of the disease, and 


in both first attacks and relapses, the cortisone-treated © 


patients fared significantly better than the control group, 
Two out of every five cortisone-treated patients were in 
remission at the end of six weeks’ treatment, as com- 
pared with one out of every six receiving the inert 
preparation. About 60 patients in each group were 
examined by sigmoidoscopy at the end of six weeks’ 
treatment, and 25 by barium enema, and the findings 
showed a similar pattern of improvement in_ those 
treated with cortisone. Patienis given hormone therapy 
in their first attack responded better than those being 
treated for a relapse, and this finding was confirmed 
at the nine- and eighteen-month follow-up survey. The 
authors record, however, that in both control and 
treated groups sigmoidoscopic appearances remained un- 
changed or had become worse in a number of patients 
who were in clinical remission. This is'a point worth 
noting, since it has been suggested that cortisone might 
suppress the symptoms, but that the disease might 
smoulder on in the colon. Truelove and Witts found 
too that the severity of onset had a direct bearing on 
the outcome of the disease, and that those with acute 
fulminating colitis did less well on cortisone therapy 
than those with the more common type of disease which 
slowly increases in severity. However, they feel that 
cortisone is worthy of trial, irrespective of the severity 
of the illness, in all patients, unless there is some par- 
ticular contraindication. Their figures show that what- 
ever the degree of initial severity in both first attacks 
and relapses most improvement was made by the cor- 
tisone-treated patients, although at the end of nine 





1 Truelove, S. C., and Witts, L. J., British Medical Journal, 1954, 2,375. See 
also leading article at p. 402. 
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months the cases in relapse treated with cortisone had 
lost their initial advantage. Apart from an increased 
incidence of pyogenic disorders, there were no more 
complications in the cortisone-treated group than in the 
controls, and the authors suggest that the administraiion 
of antibiotics and sulphonamides might well reduce the 
risk of pyogenic complications when cortisone is used. 

When the colonic mucosa has been irreparably 
damaged in ulcerative colitis surgery is clearly indi- 
cated. This stage of no-return may be present soon 
after the onset in some fulminating cases and in others 
only after repeated attacks. An ileostomy and usually 
a subsequent colectomy are indicated in those patients 
who go downhill in spite of medical treatment: in the 
hands of experienced surgeons the mortality from 
ileostomy and colectomy is less than 5%. Pre-opera- 
tive hormone treatment may so improve critically ill, 
exhausted, or debilitated patients that the surgeon 
can operate with greater assurance of a_ successful 
result. With a modern ileostomy bag, such as the 
Koenig—Rutzen type, most patients can return to 
work and take part in social activities. Ulcerative 
colitis is one of those diseases in which the relation- 
ship between doctor and patient is of particular impor- 
tance. Some psychotherapy is nearly always essential, 
and this is usually best conducted by the patient’s own 
physician. The relationship between emotional abnor- 
malities and the structural damage to the colon cannot 
yet be fully appraised, but many physicians have found 
that in ulcerative colitis there is often a characteristic 
personality, that the onset may be associated with events 
in the patient's life which lead to emotional tension, and 
that occasionally psychotherapy may succeed when all 
other measures have been in vain. In their two reports 
Truelove and Witts have certainly shown that cortisone 


has a definite place in the treatment of ulcerative colitis, 


especially during the first attack. But results both with 
cortisone and with surgery still leave much to be desired, 
and the final answer to the therapeutic problems of this 
disease must await the discovery of its cause. 





SCHOOL FURNITURE 


Anyone who has seen a class of schoolchildren seated 
at desks made for earlier generations will approve the 
trouble that is now being taken to set up more satis- 
factory standards for the design of school furniture. The 
recent publication’ of the British Standards Institution 
entitled “School Dining Tables and Chairs” (intended 
also to apply to tables and chairs for general use) is of 
particular interest for its rational approach to the prob- 
lem of providing for the variety of shapes and sizes of 
schoolchildren, and for its clear, though incidental, 
demonstration of the practical value of anthropometric 
surveys. The Standard has been drawn up by com- 
mittees which included various educational and manu- 
facturing interests together with representatives of the 
Medical Research Council, the Ministries of Health and 
Education, and the Departments of Human Anatomy at 
1 British Standard 2639: 1955, “‘School Dining Tables and Chairs.” Pub- 


lished by British Standards Institution, 2, Park Street, London, W.1. 
Price 4s. net. 





Oxford and Birmingham, and its aim is, besides laying 
down details of construction and performance, to fit the 
furniture to the requirements of the child instead of, as 
has happened too often, the child to the existing furni- 
ture. Recent surveys in schools have shown that on the 
whole tables and chairs tend to be too high. 

The size and body proportions of schoolchildren had 
first to be considered. The Birmingham Anthropometric 
Survey provided the basic information on the number 
of different chair sizes needed to meet the estimated 
variations in seating height—a function of lower leg 
length. Results of other anthropometric surveys were 
taken into account in assessing the applicability of the 
Birmingham data to other areas of the country, the con- 
clusion being that any local variation in size of children 
could be accommodated by altering the percentages of 
chair sizes supplied to each school. The descriptive 
anthropometric data were adapted into constructional 
dimensions in the light of what is known of the 
anatomical and physiological principles relating to seat- 
ing (the postulates arbitrarily accepted do not appear in 
the Standard, and their publication would doubtless be 
of service to those working on related problems). Furni- 
ture made to these dimensions was tested in fitting trials 
in schools in Middlesex, and finally the theoretical 
requirements were reviewed in the light of manufac- 
turing experience, and compromise made where con- 
structional requirements necessitated it. 

The Standard allows maximum freedom of design, 
specifying only that certain critical dimensions and con- 
ditions must be met, and is more simple than the 1950 
School Furniture Standard in that, for example, fewer 
chair sizes are considered necessary. Previously there 
has been no guidance about the use of different furniture 
sizes, and it is on this point that the new Standard intro- 
duces two most desirable innovations. The chair and 
table are considered as a single unit, and identification of 
the correct table for satisfactory use with a particular 
size of chair is facilitated by coloured symbols. An 
appendix sets out the proportions of the different sizes 
required to suit the needs of infants’, junior, and secon- 
dary schools. To allow for variations in children’s size 
from one locality to another, the furnishing require- 
ments are set out on the basis of the average stature in 
the school—information which is usually available or 
which the school medical officer could readily provide. 
The second part of the appendix suggests distributions of 
sizes by age groups within the school, again linked with 
stature. From anthropometric information the Stan- 
dard is able to give assistance with the general distri- 
bution ; the individual distribution is for the teachers. 

The recommendations made in this Standard are not 
final ; for instance, it resolves the question of the rela- 
tive merits of sloping and horizontal seats by including 
specifications for both. Its lower table heights, shallower 
table top supports, and insistence that a child should not 
be forced to dangle his legs may meet with some 
opposition, but few will wish to oppose its basic pos- 
tulate that children in a school vary in size and should 
therefore not be expected to fit a single size of furniture 
any more than to fit a single size of shoe. The foreword 
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asks that the recommendations be given a fair trial. 
Interested school medical officers could usefully check 
the distribution and use of furniture made to the new 
specifications, and help to determine whether all the 
work that has been put into this Standard, and others in 
course of revision, does result in improved seating and 
possibly improved posture among schoolchildren. 


ANATOMICAL NOMENCLATURE 


A number of attempts have been made in the past to 
establish a nomenclature that would be acceptable to 
anatomists throughout the world. In 1895 an Inter- 
national Commission formulated the Basle Nomina 
Anatomica (B.N.A.), which was widely accepted in 
Europe and America, although many clinicians in this 
country continued to use the so-called “old termino- 
logy.” This B.N.A. nomenclature eliminated many 
proper names commemorating (often erroneously) the 
name of the person who first described the structure. 
In 1928 a committee of the Anatomical Society of Great 
Britain and Ireland was set up to revise the B.N.A., and 
the recommended modifications were accepted by British 
anatomists in 1933. This revised B.N.A. terminology 
became known as the Birmingham Revision (B.R.). 
About the same time German anatomists also revised 
the B.N.A. terms, and the American Society of Anato- 
mists had drawn up their modifications before the second 
world war. When the question of anatomical termin- 
ology was discussed at the International Congress of 
Anatomists which met in 1950 at Oxford jt was evident 
that some further revision of the B.N.A. terminology was 
desirable. Accordingly an international committee was 
set up, with Dr. G. W. Corner as chairman and Pro- 
fessor T. B. Johnston as secretary, and the revised 
terminology which was the outcome of its work was 
adopted at the recent International Congress of Anato- 
mists in Paris, and recommended to the national 
anatomical societies represented at the Congress. 

Among the principles unanimously adopted by the re- 
vision Committee were: 

(a) “ That, with a very limited number of exceptions, each 
structure shall be designated by one term only.” 

(b) “ That every term on the official list shall be in Latin, 
each country to be at liberty to translate the official Latin 
terms into its own vernacular for teaching purposes.” 

The committee also agreed to use terms that should be 
primarily “memory signs” and preferably have some 
informative or descriptive value ; and that, where differ- 
entiating adjectives were used, they should be arranged 
as opposites—for example, major and minor, superficialis 
and profundus. Thus the flexor digitorum sublimus now 
becomes flexor digitorum superficialis. 

A number of long and clumsy terms used in the B.N.A. 
have been replaced by simpler terms—* epistropheus ” 
by “axis,” for instance. The “os naviculare manus” 
becomes the “os scaphoideum” to prevent confusion 
with the os naviculare of the foot. There are many 
other revisions which it is hoped will appeal not only to 
the anatomist but also to the clinician. No doubt the 
anatomists will be criticized for revising the terminology 
yet again. There is, however, much to be said for the 
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elimination of terms which are cumbersome and for 
their replacement by others which are simple and des. 
criptive. As a result of this revision there is likely tg 
be much less confusion in anatomical terminology ag 
whole than in many subjects in clinical medicine, 


TREATMENT OF BARBITURATE POISONING 


Recently a new treatment of barbiturate intoxication 
has been described by A. Shulman and his coileagues 
working in Melbourne and Sydney.' The treatment js 
unusual in that it requires the use of two substances, 
The first of these is bemegride, a glutarimide derivative 
which has a chemical structure very similar to that of a 
barbiturate, and which antagonizes the action of a barbj- 
turate. Probably the similarity of structure enables the 
glutarimide, when. offered in sufficient concentration, to 
displace the barbiturate molecules from the receptors to 
which they are attached, and so to reduce their effect, 
This substance (which is 8-ethyl-8-methyl glutarimide) 
could be used alone to treat the intoxication. However, 
in common with other substances such as picrotoxin 
which are used as antidotes in barbiturate poisoning, 
bemegride may cause convulsions if given in a large dose. 
The authors therefore proposed that a second substance, 
amiphenazole, should be used in conjunction with 
bemegride. Amiphenazole is said to have an action like 
that of bemegride, though a much weaker one, but in 
addition to be a powerful respiratory stimulant. 

The general method of treatment when pharyngeal 
and laryngeal reflexes are absent is to pass a cuffed 
endotracheal tube and to set up an intravenous drip. 
Every 3 to 5 minutes 1 ml. of a solution containing 15 
mg. of amiphenazole is injected into the drip followed 
at once by 10 ml. of a solution containing 50 mg. beme- 
gride. The injections are continued until the patient is 
restored to what is called the “safe state,” when the 
pharyngeal and laryngeal reflexes return and blood pres- 
sure, heart rate, and respiration approach the normal. 
The treatment is said to take about two hours in a deeply 
comatose patient, and to require a total of about | g. 
of bemegride and 0.3 g. of amiphenazole, though these 
amounts vary with the depth of the _ intoxication. 
Recently M. S. Perinpanayagam ef al.* described the 
successful treatment of a baby girl of 15 months by this 
method. She had taken seven 3-gr. (0.2-g.) capsules of 
“tuinal,” and after 2} hours was moribund and cold, 
with hardly any respiration. She was given three courses 
of injections, the first 14 hours after admission, the last 
6 hours after admission, the total amount of bemegride 
being 425 mg. and of amiphenazole 127 mg. She 
recovered well, and recognized her parents the next 
afternoon. She was also given penicillin. The authors 
point out that their experience shows that these drugs 
can be given with safety to a very young child, and that 
the intermittent administration should be continued until 
all signs of the “safe state” have appeared—spon- 
taneous movements, coughing, swallowing, and phona- 
tion. 





1 Shulman, A., Shaw, F. H., Cass, N. M., and Whyte, H. M., British Medical 
Journal, 1955, 1, 1238. ca 
2 Perinpanayagam, M. S., Nicholls, G., and Osmond, J. D., ibid., 1955, 2, 912. 
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YOUTH TO BE SERVED 


A lengthy correspondence in The Times three or four 
years ago suggested that a broad survey of some of the 
influences which are concerned in shaping the lives of 
young people in Britain would be useful in combating 
not merely juvenile delinquency, which is a small part 
of the whole picture, but the apathy and lack of pur- 
pose in the lives of many adolescents. King George’s 
Jubilee Trust, which was founded in 1935 to further the 
spiritual, mental, and physical welfare of the younger 
generation, offered its services to co-ordinate such an 
undertaking. The work was broken down into four 
sections, each in charge of a working party, dealing 
respectively with the period of full attendance at school, 
the influence of employment on leaving school, the influ- 
ence of leisure time, and the period of National Service. 


_ The chairmen of the working parties were Lord Justice 


Morris, Sir Harold West, a prominent industrialist, 
Mr. J. F. Wolfenden, Vice-Chancellor of Reading 
University, and General Sir Bernard Paget. Among the 
thirty-six members of the working parties there was no 
member of the medical profession. 

The result of the working parties’ deliberations is a 
useful and sympathetic report entitled Citizens of To- 
morrow. Concerning children at school, the working 
party lays some stress on the desirability of so arranging 
hours of work of mothers of young children that they 
can be at home in time for the children’s return from 
school. There is a need for more apparatus for physi- 
cal training, for more playing-fields and swimming-pools 
for strenuous exercise. The child of to-day, better fed 
and cared for, has more surplus energy than, say, his 
Victorian predecessor, and to that extent is likely to be 
more of a nuisance if denied suitable outlets. As for 
the influence of employment, 600,000 young people in 
Great Britain start work every year, 75% of them at 
the age of 15, and for many of them the first day at 
work will be the most: important of their lives, at best 
an exciting prelude to a happy and productive career, 
at worst an introduction to a life of boredom, frustra- 
tion, and social uselessness. This working party’s princi- 
pal recommendation is for the setting up of a National 
Joint Advisory Council for Youth, with representatives 
of employers, trade unions, the churches, teachers, and 
voluntary organizations, and, as assessors or liaison 
officers, representatives of the appropriate Ministries 
and of the Services. It would concern itself with enjoin- 
ing a more positive attitude towards work and with 
investigations of the problems of transition from school 
to industry and from industry to National Service and 
the return to civil life. As for National Service, 
the report states that many of the recruits are found to 
have poor muscular development, posture, and agility, 
and to lack self-confidence. The majority of employers 
to whom the men return after their service agree that 
practically all of them have benefited, and that those 
who had been N.C.O.s or had served overseas had gained 
in mental development and initiative. The working 
party’s view is that there is little fundamentally wrong 
with the present system. 


* Published by Odhams Press Ltd., on behalf of the Council of King George’s 
Jubilee Trust. 3s. net. 








The effect of the recommendations as a whole is for 
the creation of some broadly national body whose busi- 
ness it would be to keep under review every aspect of 
the welfare of young people, whether at school, at work, 
or in the Services. But perhaps the chief lesson to be 
learned is that in the last resort the sound upbringing 
of young people depends neither on the State or its 
instruments nor on voluntary bodies, but on the adults 
who are concerned or in contact with the young people 
in their daily lives. 





PROFESSOR HUGO THEORELL 


The award of the Nobel Prize in Physiology and 
Medicine to Professor Hugo Theorell for his distin- 
guished work on the nature and mode of action of 
enzymes concerned in the oxidative processes of the cell 
will bring pleasure to many biochemists and medical men 
throughout the world. 

Professor Theorell was born at Linképing in Sweden 
in 1903. He received his medical education at Stock- 
holm, and was awarded his M.D. degree in 1930. At 
quite an early age in his career his attraction towards 
the haemoproteins became manifest, and after five years 
as associate professor of medical chemistry at the 
University of Uppsala he went with a Rockefeller 
Fellowship to work with Otto Warburg, also a Nobel 
prizewinner (1931), at the Kaiser Wilhelm Institute for 
Cell Physiology in Berlin. Since 1937 he has been 
a professor at the Nobel Institute and director of the 
department of biochemistry, and it is here that the work 
has come to fruition for which he is now honoured. 
Professor Theorell’s contributions to the chemistry of . 
haemoproteins are notable for the way in which he has 
applied physical theories and techniques to the study 
of these substances, upon which, it may truly be said, 
the life of the cell depends. In the process of cellular 
respiration, growth, and reproduction, energy is derived 
from the oxidation of metabolites, and. the enzymes 
which link the dehydrogenases with the available oxygen’ 
of the blood are the compounds of proteins and haems, 
named by D. Keilin “cytochromes”; even the trans- 
port of oxygen from the alveolar air to the metabolizing 
tissues depends upon the haemoprotein haemoglobin. 
Professor Theorell has studied the constitution of 
haemoglobin and the cytochromes and the mechanism 
by which the latter effect the continuous transfer of elec- 
trons, thereby constituting an oxidation chain in living 
tissues. These and the similar studies he has made of the 
related haemoproteins catalase and the peroxidases are 
outstanding contributions to biochemical knowledge. 
Theorell is the second Swede to win the Nobel Prize in 
Medicine. The first was Allvar Gullstrand (1862-1930), 
who received it in 1911 for his work on the optical 
system of the eye. 





The next session of the General Medical Council will 
open on Tuesday, November 22, at 2.30 p.m., when the 
President, Sir David Campbell, will take the chair and 
deliver an address. 
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HOME CARE OF PREMATURE CHILDREN 


BY 


F. J. W. MILLER, M.D., M.R.C.P., D.C.H. 


Assistant Physician, Children’s Department, Royal Victoria Infirmary, Newcastle-upon-Tyne ; 
Paediatrician, Maternity Unit, Newcastle General Hospital 


The family doctor's action after the birth of a premature 
child at home is determined by the size and maturity of 
the child, the type of home, and the help available ; for 
the emergency is not one which the doctor in or out of 
hospital can manage alone. Help can be of two sorts : 
there may be a special hospital unit for premature 
infants, or the local health authority may have a service 
of specially trained midwives or nurses and provide the 
necessary equipment. Sometimes organized help is not 
available, but the house is good, the relatives are eager 
to help, and the midwife is able to give some extra time. 
The better the assistance at home the more careful 
should be the selection of premature infants for admis- 
sion to hospital. Generally speaking, if a good domi- 
ciliary nursing service is operating, infants with a birth 
weight over 34 Ib. (1.6 kg.) can be cared for at home 
unless they have significant congenital abnormalities or 
birth injuries. Infants under 34 lb. have a slightly better 
chance of survival if they can be carefully transported 
and admitted to a good premature infant unit. The 


“emergency”’ of the premature child lasts until the 
child has established a stable temperature, is feeding 
well, and can be cared for by his parents. 


The care of premature children at home is always a 


matte? of co-operation, with the doctor in charge but 
relying very much upon the wisdom and the experience 
of the nurse, and she in her turn teaching the parents 
and family to meet the situation. 

In this article I shall deal with the child thought suit- 
able for home care. The infant, though premature, 
is usually over 34 Ib., is not cyanosed, and after the 
first 48 hours becomes reasonably active. He has no 
major congenital abnormalities or evidence of birth 
trauma. The details of care are discussed in the order 
in which they must be considered after the child’s birth : 
the character and maintenance of respiration ; the pre- 
servation of body heat ; the risk of spontaneous haemor- 
rhage ; the beginning of feeding; the prevention and 
recognition of infection; the general nursing care and 
signs of danger. 


Character and Maintenance of Respiration 


Respiration in the premature infant is different from that 
in the newborn full-term child. In both, breathing is dia- 
phragmatic and irregular in time and depth, but in the 
premature infant it is also periodic. A run of diaphragmatic 
movements is followed by apnoea for 30 seconds or so 
before breathing again begins. Sometimes there is slight 
lower-rib recession, but seldom much thoracic movement, 
and no involvement of the accessory muscles or suprasternal 
recession, unless there is respiratory obstruction. Because 
breathing is diaphragmatic and periodic, the abdomen must 
not be restricted by a tight binder or clothing. In, very 
immature infants the initial breathing is even more primitive 
—a series of gasps only—and insufficient for survival unless 
replaced by periodic breathing. 

In resuscitation gentleness is of first importance; the 
infant’s pharynx and larynx are cleared with a mucus 


catheter, the infant is wrapped loosely in a warmed sheet 
and placed in a cot. If the baby is slow to begin breathj 

or if he is cyanosed, then oxygen may be directed on tg 
his face about the nose and mouth. A suitable and cop. 
venient apparatus for use in the home is the “ sparklet” 
described by Waller and Morris* ; either the face-mask or, 
if the nurse is familiar with it, the intragastric oxygen 
method may be used.t The impact of oxygen on the face 
is a direct stimulus to respiration and also increases the 
chance of the infant obtaining oxygen during attempts at 


breathing. Artificial respiration has no place in the resus. ° 


citation of premature children. Lobeline, 1/20 gr. (3 mg), 
given into the cord or by intramuscular injection, may act 
as a direct respiratory stimulant. 

After respiration has been established oxygen is not 
required unless the infant again becomes cyanosed or the 
breathing again becomes embarrassed. Oxygen cannot 
safely be given at home for long.periods, because it is now 
known that high concentrations are dangerous; regular 
measurement of the concentration is required if the risk of 
retrolental fibroplasia is to be avoided. Also, there is no 
doubt that the role of oxygen in the care of uninjured pre- 
mature infants has been exaggerated ; good results can be 
obtained without it, and its function as a life-saver is very 
difficult to estimate. 


Warmth : Risk of Bleeding 


The premature infant is difficult to keep warm. Im 
mediately after birth he is loosely wrapped in a warmed 
sheet and placed in a deep box or other container, if possible 
one with solid sides to prevent heat loss and with a pocketed 
lining to take hot-water bottles. The bottles are changed 
hourly in rotation. The room must be warm, between 70 
and 80° F. (21 and 27° C.), and the cot shielded from 
draughts by a screen. The child’s rectal temperature should 
be recorded every eight hours, and, because low temperatures 
are common, a thermometer reading to 85° F. (29.4° C) 
instead of the usual 95° F. (35° C.) is used. The child's 
temperature takes 24-48 hours to reach 97-98° F. (36.1- 
36.7° C.), and for several days may be variable. Anything 
between 96 and 100° F. (35.6 and 37.8° C.) can be regarded 
as normal. Below 95° F. (35° C.) extra warmth is needed, 
above 100° F. (37.8° C.) the infant is too hot, and the cause 
must be found. If the temperature falls below 96° F, 
(35.6° C.) the child’s movements and respirations slow, feed- 
ing becomes difficult or stops, and at about 92° F. (33.3° C) 
or lower he may become stiff as the subcutaneous fat and 
muscles harden. This change is reversible without per 
manent effect, but takes 24-72 hours to disappear. “A 
temperature less than 95° F. (35° C.) for more than 24 hours 
is certainly an indication for admission to hospital. 

The risk of bleeding in the first week is greater in pre 
mature than in full-term infants. The commonest site of 
bleeding is into the lungs, causing sudden intense cyanosis. 
Blood-stained froth may come from the mouth, and scattered 
crepitations appear in the lungs. Bleeding into the intestinal 
tract is evident by melaena or the passage of blood per 
rectum. A more uncommon but equally dramatic episode 
can occur with intraventricular bleeding ; a child previously 
well suddenly alters colour, screams, and stiffens, and the 


“Waller, A. K., and Morris, D., Lancet, 1953, 2,951. 

+The intragastric method of administering oxygen will be 
described in a later article in this series by Dr. A. P. Norman on 
“ Birth Trauma.” 
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fontanelle becomes tense. Any of these are indications for 
admission to hospital. The tendency to bleed is related to 
a low blood prothrombin, and there now seems little doubt 
that the chance of spontaneous bleeding is reduced if all 
premature children are given vitamin K. The routine prac- 
tice here is to give one injection of menadoxime (soluble 
vitamin K), 2.5 mg., into the muscles of the thigh, but the 
oral preparation may be given, tab. acetomenaphthon., 
5 mg., as a single dose. 
Feeding 

There are many schemes for feeding the premature child ; 
given care and interest, they are almost all successful. The 
methods described here are satisfactory in ordinary use both 
at home and in hospital. Premature birth interrupts growth 
of the foetus when it is gaining weight rapidly, and the 
object is to feed the premature child so that he overcomes 
this disadvantage and reaches the weight he would have 
been expected to attain if he had been born at term. The 
following decisions are necessary: when to start feeds ; how 
to feed ; what to give and how often ; how rapidly the food 
should be increased ; and when vitamins and other supple- 
ments should be given. 

The best time to begin feeds is when the baby first shows 
signs of hunger. Watch for sucking or swallowing move- 
ments, observe the loss of oedema and the contemporary 
increase in movement, These signs occur between !2 and 
72 hours, and in this time even a small infant of 34 Ib. 
(1.6 kg.) may lose up to 8-10 oz. (230-280 g.). But this 
loss of weight when accompanied by increase in activity is 
not a reason for anxiety, Feeding with a pipette or spoon 
is now uncommon, as there is a real danger that some of the 
food may enter the trachea. If, however, the infant is very 
immature (under 3 1b.—1.36 kg.), or is limp even after the 
oedema has disappeared, tube-feeding will be needed. This 
requires experience, and if a prolonged period of tube- 
feeding is necessary the infant is better in hospital. 

The child, unless he is tube-fed and provided the room 
is warm enough, is best fed outside the cot on the nurse’s 
or mother’s knee. A 4-oz. (114-ml.) medicine bottle is 
suitable, but a Belcroy feeder is much more easily handled. 
The important thing is to use a small soft teat with a 
relatively large hole through which the milk can flow easily, 
but not so fast that the child’s mouth is filled faster than 
he can swallow, as then there is the chance of aspiration. 
If the hole is too small the child simply becomes exhausted. 


For the first day of feeding it is customary, but not 
necessary, to give water, 1-2 dr. (3.5-7 ml.) three-hourly 
for seven or eight feeds, but on the second day of feeding 
milk is started. If the mother is lactating and the infant is 
lively, he should be put to the breast in the usual way. It 
is remarkable how small infants can often suckle well, but 
if he cannot or if the mother’s milk has not “come in,” 
then a half-cream sweetened milk made up 1:8—that is, 
one measure to 1 oz. (28 ml.) of water—is given. Some- 
times at the beginning breast milk can be expressed. 
Neither breast milk nor the reconstituted dried milk are 
further diluted, for the small infant needs relatively more 
food than the larger child, and the problem is rather that 
of giving a feed of adequate food value in a reasonable 
volume than a diluted feed in a large volume. 

Premature infants do not absorb cow’s milk fat very 
readily, but they utilize the protein and the carbohydrate 
without difficulty, Thus, a half-cream sweetened dried milk 
is very suitable, for it provides the full protein of cow’s 
milk with added sugar to make up for the calories lost 
in the removal of the fat (the 1:8 mixture has an approxi- 
mate composition of 3.5% protein, 2% fat, 7% carbo- 
hydrate, and is about 16-18 calories per oz. (28 ml.) of 
reconstituted feed). National half-skimmed milk is essen- 
tially the same without extra sugar, and if it is used one 
teaspoonful of sugar must be added to each 3 oz. (85 ml.) 
of feed. As the infant is able to take more the food is 
increased steadily ; for guidance one can say that a baby of 
4 Ib. (1.8 kg.) or over will take 2 oz. a Ib. (125 ml. per kg.) 
by the seventh day, 24 oz. (156 ml. per kg.) by the four- 


teenth day, 3 oz. (187 ml. per kg.) by the twenty-first day, 
and up to 4 oz. (251 ml. per kg.) on the twenty-eighth day. 
The best indication is the child’s appetite, and that is judged 
by observation ; to know how much to push any particular 
infant is a matter of nursing skill and experience. Three- 
hourly feeds are the best, and at home the 2 a.m. feed may 
be omitted if the infant will sleep through. Most pre- 
mature infants of the weights we are discussing have 
regained their birth weight by the 14th day and increase 
steadily in the third week. Typical charts of two such infants 
are given in Figs. 1 and 2. Generally speaking, the more im- 
mature the child the slower the gain after the initial loss, 
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Fic. 1.—Weight gain in relation to food intake of infant under 
3 Ib. (1.36 kg.) at birth. Ori! Ib.=0.45 kg.; 1 fl. oz.= 
ml. 
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Fic. 2.—Weight gain in relation to food intake of infant over 
34 Ib. (1.6 kg.) at birth. 


while an infant weighing 43-5 Ib. (2-2.27 kg.) who may be 
small and yet almost mature will gain weight rapidly with- 
out initial loss, 

Vomiting and aspiration is the greatest hazard at this 
stage. There may be either immediate suffocation or tem- 
porary cyanosis and collapse, with sometimes subsequent 
lung abscess (see below). Vomiting after either tube or bottle 
feeds, in the absence of intestinal obstruction or oesophageal 
hiatus hernia, is almost always due to the baby being 
returned to his cot before his wind has been properly 
brought up. The commonest reason is inexperienced 
hurried feeding. Vomiting is not caused by the type or 
quality of the food, but by errors of technique in the person 
giving the feed. The essentials in feeding a premature baby 
are therefore simple: plenty of food, adequate protein, the 
feeds freshly and cleanly prepared, a bottle with a soft teat, 
and a patient and careful person to give the feed. 


Vitamin and Iron Supplements 


At 3 weeks all premature infants require vitamin supple- 
ments, and from 6 weeks iron also. Vitamins A and D 
are best given as one of the many standardized liquid 
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concentrates. Whatever the preparation used, about 1,000 
units of vitamin D are required each day, and with most 
preparations this gives also a sufficient dosage of vitamin A. 
Vitamin C is best given as ascorbic acid, as orange juice 
might cause intestinal colic and hurry ; 25 mg. a day is suffi- 
cient, though excess is harmless, since it is excreted in the 
urine. These vitamin supplements can be given in the feeds 
or separately. 

Iron is given in either the ferric or ferrous form ; ferric 
ammonium citrate, | gr. for each 1 Ib. (143 mg. per kg.) of 
the infant’s weight each day, has the disadvantage that it 
stains the tongue and blackens the stools, sometimes causing 
diarrhoea, at others constipation. Ferrous sulphate, 2-3 gr. 
(130-200 mg.) daily, is colourless but more difficult to dis- 
pense and must be fresh. The National Formulary ferrous 
sulphate mixture for infants contains 1.25 gr. (80 mg.) of fer- 
rous sulphate to the drachm (3.5 ml.) and will keep satis- 
factorily. 


Infection 


Infection is a continuous threat. Most are caused by 
Staphylococcus aureus and are carried to the infant either 
on the hands or in the noses of those caring for him or 
visiting him, or in the bottles or teats used for feeding. 
Everyone with a “cold” or other upper-respiratory infec- 
tion, or with skin sepsis, should be forbidden to approach 
a premature child, Careful feeding preparation is required, 
and the hands must always be washed before feeding the 
child. The minor forms of infection are “sticky” eyes, 
superficial skin spots, and small “septic fingers”; more 
severe lesions are blind boils, cellulitis, or sialadenitis ; very 
occasionally a child may develop an osteomyelitis or a 
septic arthritis. Most to be feared is the development of 
pneumonia, for it is both the most serious and the most 
insidious infection, It must always be considered if a 
premature infant loses his appetite or has cyanotic attacks ; 
cough rarely occurs, but’ when present is very significant. 
The temperature is rarely raised ; indeed, it is more likely 
to be subnormal. Physical signs are hardly ever found ; 
unless a few crepitations are heard. If pneumonia is sus- 
pected, consultation or admission to hospital is required 
urgently. 

“ Sticky” eyes and small superficial septic spots, unless 
associated with other signs, are best treated by local cleans- 
ing, the eyes being irrigated thoroughly and a thin film of 
golden eye ointment (yellow mercuric oxide ointment) ap- 
plied to prevent the lids sticking. “Spots” should be kept 
as dry as possible if the child is not yet being bathed ; if 
bathing has been started, potassium permanganate crystals 
may be added to the water, the skin patted dry, and after- 
wards carefully dusted with a starch and zinc powder. 

Thrush may also require treatment. The grey patches 
of fungus on the cheeks or tongue are easily recognized, 
and it is tempting to try to remove them by local swabbing. 
But if this is done a small sore ulcer remains and the child 
may stop feeding. The most satisfactory treatment is three 
drops of 1% aqueous solution of gentian violet dropped into 
the mouth from a pipette or spoon twice a day for four 
days. 

Nursing Care 


Finally, there are certain points of general nursing care 
worth mentioning. The essence of successful care is gentle- 
ness in handling and the elimination of all nursing proce- 
dures not essential for the child. Thus, bathing or oiling 
are unnecessary ; all that is required until the child is well 
established is that the buttocks should be cleaned with a 
soft soapy swab and a smooth cream of zinc oxide and 
castor oil applied liberally, The flexures and the rest of the 
skin should be carefully watched but touched as little as 
possible. Similarly, weighing is only necessary every three 
or four days, the progress of the child being determined by 
his behaviour and appearance as much as by his gain in 
weight. As feeding may be started late, the meconium does 
not completely change to faecal stools until later than in a 
full-term infant. Jaundice in premature infants tends to be 


deeper and to last longer than in full-term infants, 
jaundiced they are sleepy, slow, and often very difficult to 
feed. If the jaundice becomes very deep, as it does some- 
times about the end of the first week, there is always the 
danger that the child may suffer brain damage—the nop. 
haemolytic kernicterus of premature children. Deep 
jaundice is therefore a real cause of anxiety. 


Conclusion 


I have given, in outline, the principles underlying the care 
of premature infants at home, making the point that such 
care is always a matter of collaboration between doctor 
and nurse or midwife and parents. Undoubtedly the smalleg 
and most immature children will require admission tg 
hospital, but 80°% of all premature children are more thay 
34 Ib. (1.6 kg.) when born, and most of these can be looked 
after successfully at home. In Newcastle-upon-Tyne 
10% of premature children born at home are admitted to 
hospital in the first 14 days. 

Unfortunately prematurity is not simply a _ medical 
problem. In about half the cases there is a medical condj- 
tion which might reasonably be held responsible for the 
early onset of labour ; in the other half—those most likely 
to be born at home—there is no such cause, and in this 
group the incidence rises steeply down the social scale. Thus, 
the premature infant has in addition to the handicaps of his 
prematurity a greater risk of entering a poor home where 
standards of care and feeding or protection from infection 
are likely to be low. Such families stand in need of spegial 
care, and here the family doctor with his authority and 
prestige can do much by keeping a watchful eye upon 
mature babies. He can also call in the health visitor to 
help him to maintain the standard of care and nutrition in 
the first few aH-important years. 

It is in the prevention, of prematurity and the further 
saving of lives of premature infants that the greatest hope 
lies of a further significant reduction in the neonatal 
mortality, No doubt further special units are required for 
the smallest premature infants, but the greatest gain over 
the whole country is to be sought by a general raising of 
the standard of care both at home and in hospitals, and 
here the family doctor is in the key situation. 


Equipment 
The equipment needed for home ‘care, in addition to 
ordinary midwifery equipment, comprises: 
Cot with washable lining and draught-proof sides. 
Mattress with covers—1 plastic and 1 cotton. 
1 Mackintosh sheet. 


2 Cot sheets. 

4 Blankets. 

1 Coverlet. 

3 Hot-water bottles (with covers). 

1 Sterilizer (fish kettle). 

1 Mucus catheter with rubber catheter attached. 
1 Wall thermometer. 


1 Cot thermometer, and low-reading (85° F.—29.4° C.) clinical 
thermometer. 

2 Outfits consisting of 2 vests and 2 hooded flannel gowns (if 
required). 

1 Cot screen. 

1 Belcroy feeder. 

1 Roll of cotton-wool. 





Next article on Emergencies in General Practice— 
“ Assessment and Emergency Treatment of Burns,” by Mr 
A. B. Wallace. 





Refresher Course Book.—Copies of the second volume of 
collected articles from the Refresher Course for General Pract 
tioners are still available at 25s. (postage 1s.) each from th 
Publishing Manager, B.M.A. House, Tavistock Square, London, 
W.C.1, or through any bookseller. The first volume is now sold 
out. 


—$—$ 
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EARLY DIAGNOSIS OF CANCER OF 
THE CERVIX UTERI* 


BY 


MALCOLM DONALDSON, F.R.C.S., F.R.C.O.G. 


The diagnosis of any disease starts with the patient, 
because he or she must in the first case consult the 
doctor before the latter can do anything, and it is this 
first step that is so important and so difficult to over- 
come in the case of carcinoma of the cervix. The first 
symptom to be noticed is, generally, irregular vaginal 
bleeding. Harnett (1949) gives its incidence as 67.5%; 
the next most common symptom is vaginal discharge, 
20%. By the time the patients were admitted to hospital 
90.5% had vaginal haemorrhage. 


Delay in Seeking Advice 


The great difficulty in persuading women to regard 
seriously the symptom of bleeding is because this symptom 
so often arises from a comparatively trivial cause and is often 
only transient. The commonest of these is perhaps some 
slight endocrinal disturbance. As we all know, this is parti- 
cularly true during the “ menopause,” and it will be a long 
time before women recognize that irregular bleeding may 
possibly be due to cancer. _ Unfortunately, the idea that 
this symptom is normal is not only handed down from one 
generation to another, but sometimes is unwittingly en- 
couraged by the busy doctor who says, “ Don’t you worry ; 
it is only the change.” 

A few figures have been published showing the delay be- 
tween the first symptom and the time of treatment in cancer 
of the cervix uteri (Table I), and there are data from the 
Yorkshire experiment (Table II]) which show the delay be- 


TaBLe I.—Cancer of Cervix Uteri 


Three Important Questions 


Questions that arise.are : (1) Does the delay that takes 
place between noticing a symptom and the first visit to the 
doctor materially alter the prognosis? (2) If the delay is 
cut down will there be an appreciable increase in the number 
of Stage I cases treated ? (3) Can the delay be reduced by 
cancer education ? 


. Question 1 


Everybody agrees, and all statistics prove, that the prog- 
nosis is better when the growth is in an early stage. This 
is shown in the international figures collected by Heyman 
(1937-47) between 1937 and 1947. Unfortunately, very few 
figures have been published showing a correlation between 
the delay in seeking advice and the stage of the disease. The 
figures from the South-western Regional Hospital Board 
(Table IV) show a slight decrease in the number of “ clinical 
Stage 1” cases after a delay of three to six months, but a 
marked difference in the survival rate of these cases. 

There are also very few published figures which correlate 
the delay with the five-year results. Those published by 
the South-western Regional Hospital Board and those of 
Harnett suggest that the prognosis is affected (Table V), but, 
as will be seen by the answer to question 2, the type of 


TABLE III.—Percentage of Cases in Stages I to IV and the Five- 
year Survival Rate 


| 














% of Alive with 
Cases ee No Evidence x% 
when First Treated of Disease ° 
Treated 5 Years!Later| 
StageI .. pe 18-9 13,977 8,467 60-6 
‘yh - 39:8 29,900 12,455 41-7 
wa, xa 34-0 29,028 6,772 23-3 
wt es m3 7:3 8,660 588 68 
Unclassified bin 0 11 0 0 
100-0 81,576 28,282 34-7 

















TaBLeE IV.—Figures from the South-western Regional Hospital 

















Harnett’s Series South-western Regional Hospital 
(789 Cases) Board (300 Cases) 
Delay No. of Py, Delay No. of x” 
(Months) | Patients fe (Months) Patients ° 
eo: | 2 27:1 
1-2 101 12.8 b49.s 0-3 80 26-6 
2-3 76 96! 
3-6 178 22:5 3-6 86 28-6 
6-12 | 126 15-9 | 
12-24 | 67 8-5 6-12 50 | 16-6 
Over 24 | 27 34 Over 12 84 | 28-0 





























TasBL_e If.—Yorkshire Experiment. Irregular Vaginal Bleeding: 
Non-malignant +Cancer Cases (352 cases) 








ipa : ] 
Delay (Months) No. of Patients ~ 
| | 
0-1... ea eae 101 28-6 
es 71 31.8 p04 
3-6. a ° 56 159 
6-12 36 10-2 
Over 12 82 23-2 





tween the first symptoms and the visit to the doctor; but 
in the latter case these symptoms are due to other causes 
in addition to proved cancer. A study of these figures shows 
clearly the terrible delay in visiting a doctor after a symptom 
is noticed. It is interesting also to note the difference 
between the figures from the London area, where no cancer 
education has taken place, from the Yorkshire area, where 
for two years cancer education has been taking place, and 
from the south-western area. It is indeed difficult to suggest 
any reason for the marked difference in the figures from the 
last-mentioned area. 





*Read in the Section of Obstetrics and Gynaecology at 
the Joint Annual Meeting of the British Medical Association, 
Canadian Medical Association, and Ontario Medicai Association, 
Toronto, 1955, 





Board Area 
% of First-stage Cases 5-year-survival 
Delay Treated Rate 
0-3 months ue 25% 65% 
eae : 22% 52-6% 
TABLE V 
No. of Patients Patients 
Delay reat Surviving % 
(All Stages) 5 Years 
South-Western Hospital Board : 300 Cases All Stages 
0-3 months ~~ 80 31 
3-6 a os 86 28 32-5 
| ee nee 50 21 420 
Over | year “ 84 22 26:1 


Harnett’s Cases : 751 Treated Cases, Ali Stages 
3 months - 246 82 33-3 


ia, ee 6 213 60 28-2 
Sole . « «s ae 158 56 35-4 
Over | year oe 134 32 23-8 














growth is also a very important factor. Table V shows a 
definite deterioration in the results when the delay is ex- 
tended from three months to six months, but after a delay of 
six months the prognosis improves. This fact—that some 
improvement with long delay which is also seen in delay 
figures dealing with cancer of the breast, although in that site 
the improvement is noticed as a rule after a still longer 
delay—has been used on many occasions by people who do 
not believe in cancer education as an argument against any 
value in earlier diagnosis. This argument is of course entirely 
fallacious. 

The series of cases treated before six months is composed 
of patients with tumours that grow rapidly and disseminate 
early, as well as a number who have slow-growing tumours. 
The series of cases treated after a longer delay—that is, six 
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to twelve months—contains a majority of patients in whom 
the tumours grow slowly and disseminate at a late date. 
In fact, what has happened is a selection by death. 


Question 2 


If the delay is cut down, will there be an appreciable 
increase in the number of patients in whom the disease is 
still in Stage I and therefore curable? As already men- 
tioned, practically no figures have been published in con- 
nexion with carcinoma of the cervix to correlate the duration 
of delay with the stages, except those already quoted ; and 
these do not help in the delay up to one month, as the 
records are for nought to three months. 

There is no doubt that, even if it were possible to persuade 
every woman to go to the doctor within a week of the 
first symptom, the cancers diagnosed would be found to be 
distributed over “all four stages,” but in what proportion 
these would be found it is impossible to say. It is probable 
that Stage I would predominate ; and certainly Stages I and 
If combined would exceed Stages III and IV. 

This is really the crux of the problem on cancer educa- 
tion. The Canadian statistician McKinnon has written 
many articles on this subject in connexion with cancer of 
the breast. A fair summary of his ideas, I think, is that he 
believes cancers to be of two types : (a) “ lethal,” in which 
the growth disseminates before symptoms arise, and for 
which no curative treatment is possible; and (b) “ non- 
lethal growth,” which never disseminate and kill only by 
local spread, and for these early diagnosis is not required. 
Incidentally, rnuch of his argument is based on mortality 
rates, but there are so many factors concerned in mortality 
figures that I do not think these are valid evidence. I 
believe there is a great deal of evidence to show that all 
rates of growth and times of dissemination occur between 
these two extremes (Donaldson, 1952), and, therefore, the 
earlier the condition is diagnosed the greater will be the 
number of patients cured. At present there is no evidence 
to show, even approximately, how many more women would 
be saved by early diagnosis. 


Question 3 

Can the delay be overcome by cancer education of the 
public? I have recently completed a pilot experiment in 
Yorkshire on this subject, and, although this lasted for only 
two years, there is some evidence that the delay is slightly 
less than before the experiment started. 

Is there any alternative to cancer education? Periodic 
overhauls are being tried out in the U.S.A. Personally, 
I think this will prove to be an_ impracticable 
ideal. The small number of unsuspected cases that are 
found does not in my opinion justify the expenditure of 
so much time by doctors and technicians. Even the pub- 
lished figures of the number of unsuspected cases discovered 
are not accurate, because by definition these patients are 
supposed to have no symptoms when they enter a cancer 
detection clinic. During the afternoon I spent at one of 
these clinics {| saw a woman examined who had denied 
any symptoms previously ; she now confessed that she had 
had irregular bleeding and knew it was possibly a symptom, 
but she also knew that in this clinic she could get the best 
possible examination. 

To sum up the question of delay, therefore, I believe 
that, as we do not know when in any particular patient the 
growth will disseminate, it is essential to persuade women 
that irregular bleeding may be of vital importance and that 
they should report it to the doctor at once. If cancer 
education is carried out in this way many lives will be saved 


each year. 
Points in Diagnosis 


The first point to emphasize is the taking. of a careful 
history. It is of course a golden rule that any patient com- 
plaining of irregular bleeding must be considered to be a 
cancer case until this is disproved. I make no apology 
for mentioning such an obvious point, because a clear 


ee 
history can be very difficult to obtain when interviewing 
garrulous old woman ; judging by the clinical notes ; 
practitioners give it up in despair, and send the patient to 
the hospital gynaecologist with a visiting-card requesti 


treatment. That would not matter very much, but the 
gynaecologist often puts down only enough notes for him 
to recognize the case the next time he sees it. At the end 
of five years, when he or someone else wishes to get out 
statistics, such information will be quite useless. Personally 
I like to use clinical sheets with printed headings. : 

My next point is also an obvious one—namely, that the 
patient must be examined fully and not only the affected 
organ. Most of us have, I expect, been guilty of this * sin 
of omission” at some time. I remember on at least one 
occasion diagnosing a patient as suffering from “ first-stage” 
carcinoma of the cervix, only later to find extensive secon. 
dary deposits in both lungs. Personally, I start at the 
patient’s head and work downwards, and more than once 
have discovered an early breast cancer. It is perhaps up. 
necessary to stress the importance of a rectal examination: 
indeed, a bimanual examination cannot be properly carried 
out unless this is done. 

Turning now to the cervix itself, there are three special 
tests that must be discussed. 

1. Cytological examination by means of smears has been 
carried out extensively in the U.S.A. and Canada. fp 
England we are only just beginning to take it seriously, 
and the Royal College of Obstetricians and Gynaecologists, 
with the help of the British Empire Cancer Campaign, is 
subsidizing units in some of the main gynaecological centres, 
Although I do not believe it will ever be possible to 
“screen” the whole population annually, this test is un- 
doubtedly of great value as an aid to early diagnosis, The 
percentage of “ false positives ” and “ false negatives ” varies 
considerably in different clinics, but it is, of course, the 
latter that are important. A “false positive” only leads 
to renewed efforts towards diagnosis, but a “ false negative” 
may give rise to a false reassurance. The figures for false 
negatives may reach 10%. 

2. he Schiller iodine test was started about 1933 and 
depends on the fact that the cancer cells, being deficient in 
glycogen, do not stain. Unfortunately there are other types 
of cell which also fail to take up the iodine, and by itself 
the test is of little value. 

3. The colposcope, which was invented about 1925 by 
Hinselman and has been in use for many years in Vienna, 
is only just beginning to be used in England. Professor 
Strachan, in Cardiff, and Mr. J. D. Andrew, at St. Bartholo- 
mew’s Hospital, are both employing it. There is little doubt 
that it is a valuable aid to early diagnosis and enables a 
more reliable section to be taken. One of the diagnostic 
factors that can be seen through this instrument is the 
“ corkscrew ” formation of the blood vessels. The iodine 
test is sometimes used with this machine. A modification of 
the colposcope incorporates a microscope ; it has been sug- 
gested that this combination may take the place of smears, 
but this is unlikely. 

In conclusion I would reiterate that “early diagnosis” 
is of the utmost importance, and will produce more “ early- 
stage” cancers: this is essential if the best results in the 
treatment of cancer of the cervix uteri are to be obtained. 


Nore.—Since this lecture was written, I had an opportunity, 
while in Canada, to attend in Ottawa the annual meeting of the 
Canadian Cancer Society, and stayed in that city for several 
days as its guest. Later I visited the headquarters in Toronto, 
and learnt a great deal about this splendid society. I was greatly 
impressed by the very efficient organization and the keenness of 
all concerned. The population of the whole of Canada is not 
more than fourteen million, yet the society has more than 368,000 
voluntary workers. The work of these people is not confined to 
cancer education; they do, in addition, a gréat deal of welfare 
work in connexion with cancer patients, and help to collect 
money. During 1954 they collected $1,623,958, and this, together 
with bequests and investments, brought the income up 
$1,768,189. Of this sum $338,974 (approximately £118,641) was 
entirely spent on cancer education—a striking contrast to the 
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amount of money spent in this country, with a population of 
nearly 50 million. In Ontario the department of health has pub- 
lished figures showing that the percentage of patients treated in 
stage 1 carcinoma of the cervix increased from 24.4% in the 
period 1943- 7 to 31.7% in the period 1948-52. Even more striking 
figures are published in Saskatchewan, the rise in stage 1 be- 
tween 1932 and 1949 being 10% and the rise in stages 1 and 2 
combined from 55% in 1932 to 82% in 1949. The Canadians are 
convinced of the value of cancer education in obtaining treatment 
at an “-early stage” of the disease. 
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Preparations and Appliances 


AN OBSTETRIC BED 


Mr. Percy MaAtpas, F.R.C.S., chairman of the medical 
board, Liverpool Maternity Hospital, writes: An obstetric 
bed must meet certain well-defined criteria. The first is 
comfort for the patient, who may have to occupy it for 
twenty-four hours or so. Its weight and mobility must be 
such that staff can move and clean it easily. The bed must 
be readily adapt- 
able to any 
position required 
for an_ obstetric 
operation without 
undue lifting and 
moving of the 
patient. In practice 
this requirement 
demands that the 
bed can be readily 
divided or 
“ broken,” and the 
lower end pushed 
out of the way, 
also that an 
adequate Trendel- 
enburg position 
can be obtained 
quite quickly. The 























height must be such as to permit of the application of 
forceps with comfort, the width such that control of the 
patient during a normal delivery is assured. Finally, there 
should be no loose parts to be stored elsewhere. 

With these desiderata in mind the staff of the Liverpool 
Maternity Hospital have devised the obstetric bed shown 
in the illustrations. The overall length is 7 ft. (2.1 m.), and 
when divided for the lithotomy position the length is 
4 ft. 2 in. (1.3 m.). To break the bed the lower portion 
slides under the upper. The overall width is 3 ft. (0.9 m.). 


The overall height, including a 3-in. (7.5-cm.) thick rubber 
mattress, is 2 ft. 64 in. (0.76 m.). The top or “ base” is de- 
tachable. For lightness and convenience of cleansing it is 
made of a plastic material, The leg supports, when not in 
use, fold backwards along the sides of the frame. The 
shoulder-rests are built-in, sliding on rods fixed to the 
top edge of the bed. This keeps them out of the way of 
staff working at its sides. A Trendelenburg position of 
40 degrees from the horizontal is obtained by a hand- 
operated wheel. The head-rest, which normally supports 
the pillow, can be lifted out when required for the admini- 
stration of an anaesthetic. The bed is mounted on rubber- 
tyred castors, 5 in. (12.5 cm.) in diameter. It is locked by 
two foot-plates operated by two hand-wheels ; these latter 
are easier for midwives to operate than the usual foot- 
operated pedals. 

A prototype of the bed was in constant use in our labour 
ward for a year. The modifications found necessary con- 
cerned in the main the simplification of the controls. The 
redesigned model has been in constant use for four months 
and has proved so satisfactory that all the old obstetric beds 
in the labour ward are to be replaced. 

The bed was made for us by Messrs. Elliotts Liverpool 
Limited, to whom, and particularly to their manager, Mr. 
Turner, and their technical engineer, Mr. Howell. the Board 
is much indebted. 





Nova et Vetera 








“THE PRIVATE PESTILENCE ” 


At a meeting of the Boston Society for Medical Improve- 
ment the case was discussed of a physician who had died 
within a week of accidentally wounding himself while con- 
ducting a post-mortem examination on a case of puerperal 
fever. A number of women who had been attended at their 
confinements by this practitioner in the few days before his 
death subsequently developed puerperal fever. 

The discussion so interested a member of the Society that 
he was stimulated to gather any available information bear- 
ing on this apparently contagious aspect of the disease. 
Thus came Oliver Wendell Holmes to collect the material 
for his lecture entitled “The Contagiousness of Puerperal 
Fever,” which he delivered at the next meeting of the 
Society. 

This outstanding contribution to obstetrics was published 
in April, 1843, in the New England Quarterly Journal of 
Medicine and Surgery, but it was not until 1855, when it 
was reissued as a pamphlet with the title “ Puerperal Fever 
as a Private Pestilence,” that this compelling collection of 
evidence demonstrating the contagiousness of the disease 
became readily available and more widely known to the 
medical profession. More recently it has been published in 
Medical Classics.’ 

The infectious nature of puerperal fever was suggested by 
John Burton’ in 1751, and again by John Leake,’ who in 
1772 wrote: “The child-bed fever, when produced by a dis- 
temperature of the air, like the epidemical dysentery or 
ulcerous sore throat, may at last become infectious.” How- 
ever, it is the Treatise on the Epidemic Puerperal Fever of 
Aberdeen of Alexander Gordon (1795) which for the first 
time sets forth indisputable evidence of the transmissibility 
of this disease and the necessity for disinfecting nurses and 





1 Medical Classics, 1936, 1, 211, 245. 
2 Quoted in Garrison and Morton’s Medical Bibliography, 2nd ed., p. 548. 
54. 


1772. 


19 
3 Practical Observations on the Childbed Fever, by John Leake. 
In Essays on Puerperal Fever and other Diseases Peculiar to Women, 
edited by Fleetwood Churchill for the Sydenham Society, p. 169. 1849. 
4 In appendix to A Treatise on the Epidemic Puerperal Fever as it pre- 
vailed in Edinburgh in 1821-22, by William Campbell. Edinburgh, 1822. 

5 First part of The History, Pathology, and Treatment of Puerperal Fever 
and Crural Phlebitis. E. Barrington and G. D. Haswell, Philadelphia. 
1842. (Not consulted.) 

6 In Essays on Puerperal Fever and other Diseases Peculiar to Women, 
edited by Fleetwood Churchill for the Sydenham Society, pp. 445-496. 
1849, 
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physicians attending patients with puerperal fever. This 
work is quotec by Holmes and given a prominent place in 
his paper, 

Gordon’s monograph, written with a clarity and simplicity 
which distinguishes it from many of its eighteenth-century 
contemporaries, deals with the 77 cases of puerperal fever 
which he attended from 1789 till 1792. He was convinced 
that “the cause of the epidemic puerperal fever was not 
owing to a noxious constitution of the atmosphere . . . for 
if it had been owing to that cause it would have seized 
women in a more promiscuous and indiscriminate manner,” 
whereas “ this disease seized such women only as were visited 
or delivered by a practitioner or taken care of by a nurse, 
who had previously attended patients with the disease.” He 
concluded that “every person who had been with a patient 
in the puerperal fever, became charged with an atmosphere 
of infection, which was communicated to every pregnant 
woman who happened to come within its sphere.” 

Thus could Gordon say that he “plainly perceived the 
channel by which it was propagated . . . and could venture 
to foretell what women would be affected with the disease 
upon hearing by what midwife they were to be delivered, 
or by what nurse they were to be attended during their 
lying-in.” 

In the same yzar as his treatise was published Gordon was 
recalled to Naval service. He returned not unwillingly, for 
he found that, as a result of his connexion with this 
epidemic and of his fearless statements on the manner of 
spread of the disease, there was “raised against him such 
strong prejudice in the public mind as materially to damage 
his professional prospects in Aberdeen.” Within four years 
he had died of tuberculosis. 

Although his treatise was reprinted three times during the 
nineteenth century‘ ** and held in high esteem, Gordon has 
now been largely forgotten both by obstetricians and by 
historians. However, it is pleasant to record that in the 
Medical School of Aberdeen, the city in which he made his 
noteworthy observations, there is an oak tablet inscribed 

Alex. Gordon, M.D. 1795 
of Aberdeen 
First Demonstrated the Infectious 


Nature of Puerperal Fever. 
I. A. PORTER. 
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Chemotherapy in Primary Tuberculosis 

Sir,—In 1954 my colleagues and I wrote’ that our experi- 
ence with antibiotics in primary cases had been “ disappoint- 
ing in the immediate results obtained . . . radiological pro- 
gress of primary lesions appears just as slow in cases given 
antibiotics as in those from which they are withheld. There 
is no unusual diminution in the size of the mediastinal 
glands, and the appearance of the primary focus remains 
unaffected. Segmental lesions also generally run_ their 
usual course towards progressive contraction. The endo- 
bronchial pathology seen in cases with segmental lesions 
does not appear to clear more quickly under the influence 
of antibiotics. Common early complications of primary 
tuberculosis—pleural effusions and segmental lesions—-con- 
tinue to arise in children treated with antibiotics, and we 
are unable yet to say whether their incidence is in any way 
affected.” This view has come to receive considerable 
acceptance, though agreement has been far from universal. 

I have given antibiotics routinely to children suffering 
from primary tuberculosis, irrespective of radiological find- 
ings, if under 2 years of age, or in older cases where it 
is thoaght that infection is recent. There is good reason 
to think that this averts occasional haematogenous tragedies. 
Indeei, since commencing this prophylactic regime, I have 
not seen an obvious haematogenous dissemination in a child 
being. given isoniazid with either para-aminosalicylic acid 
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or streptomycin. But during this same period I have had an 
increasing suspicion that not only do the glandular elements 
and segmental lesions fail to improve but they may actually 
be worsened by the administration of these drugs, and 

I have tried to see what data we could produce to test this. 


Of any group of children suffering from primary tuberc 
naturally a certain number will develop segmental complicatj 
and in our group of 202 children of varying ages during the years 
1942-6 (the pre-antibiotic era) with tuberculous Mediastina] 
glands 9 (4%) developed segmental lesions. My impression that 
an increasing proportion of similar cases treated to-day with 
antibiotics develop segmental lesions has been confirmed by a 
preliminary review of our more recent results. Taking cases of 
children of all ages suffering from tuberculous mediastinal glands 
treated in the hospital in 1954 and during this year to date 
we found that 80 showed enlargement of the mediastinal glands 
only on admission, and of these 8 developed a segmental lesion 
(10%). However, it would be quite misleading to point to these 
figures as indicating that results were worse with antibiotics than 
without, as a good deal of the difference may be accounted for 
by earlier diagnosis. 

We classify our cases mainly on the radiological condition 
found on admission. In the period 1942-6 the average Waiting 
time for admission of cases was three months, and some children, 
who might have shown originally only enlargement of the hilar 
glands and have been classified as such on admission, would by 
then have developed a segmental complication. Clearly, there is 
less likelihood of this happening now, when the tendency is not 
only for earlier diagnosis of the initial infection but also for 
admission without delay. 

We then considered the probable number of children with 
primary tuberculosis who at some stage develop a segmental 
lesion. Accurate data on this point are wanting, as all investij- 
gations deal with selected populations only, but on broad lines, 
and from a consideration of our own material and other relevant 
published work, we said’ that “‘ whilst we cannot state the exact 
incidence . . . approximately 5-10% of children will develop a 
segmental lesion following primary infection.” As the data 
already referred to included tuberculous children of all ages, I 
thought it worth while to extract our figures relating to the small 
group of recent cases under 2 years of age on admission, 
because these formed the greater part of our antibiotic group, 
and because I had the deepening suspicion that it was in these 
infants that more segmental complications were developing than 
might ordinarily have been the case. Taking the children in the 
group “ mediastinal glands only’ who have completed treat- 
ment during the years 1954 and 1955 to date, and adding to 
these the children under 2 years of age who are still in hospital 
after at least three months’ treatment, we found that there was a 
total of 11 cases. Two of these were not given antibiotics, and 
neither developed a segmental lesion. The -remaining nine 
children were given antibiotics (P.A.S. and isoniazid), and of 
these five developed segmental lesions. These figures are small, 
but they are disturbing. 

The question must be faced. Are we doing harm in 
attempting to protect small children from tuberculous 
haematogenous spreads by the administration of antibiotics 
and, possibly, particularly by giving isoniazid ? While it 
is possible that this regime does indeed protect against these 
major disasters, it must be realized that miliary disease and 
meningitis are at present very rare complications. Further- 
more, these complications, if diagnosed sufficiently early, 
can be treated to-day with good hopes of success. If the 
prophylactic use of antibiotic drugs is resulting in the pro- 
duction of more segmental lesions, then these considerations 
will need to be weighed very carefully in the balance. It 
is interesting to see that a German report* has already drawn 
attention to this same possible danger. 

Clearly, a carefully planned trial is called for on a national 
scale to settle in this and in many other respects the proper 
place of antibiotic therapy in the treatment of primary 
tuberculosis in young people. Meanwhile, in my view, great 
care should be exercised before starting a small child with 
obviously enlarged tuberculous mediastinal glands on 2 
course of antibiotics, and particularly on isoniazid—I am, 
etc., 

Brentwood, Essex. 

, , REFERENCES 
1 Bentley, F. J., Grzybowski, S., and Benjamin, B., Tuberculosis in Child- 


hood and Adolescence, 1954. N.A.P.T. 
2 Plettenberg, W., Dtsch. med. Wschr., 1955, 80, 376. 
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Tuberculosis in Students and Nurses 


Sir.—Dr. Richard E. Verney’s paper on tuberculosis in 
students and nurses (Journal, October 15, p. 929), in which 
he records the results of Mantoux tests performed in ten 
universities, prompts us to report the results we have ob- 
tained on testing students at the University of Bristol. Our 
figures are at present undergoing detailed analysis, but pre- 
liminary reports show a much higher percentage of students 
who are Mantoux negative on first testing. 

The method that has been used here is the injection of 
0.1 ml. of 1/1,000 O.T. and the result is read after 72 hours. 
Induration of 5 mm. or greater is considered a positive 
response. Undergraduates of all faculties are tested in their 
first year, the majority of the tests being carried out during 
their first term. The results that have been obtained during 
the indicated twelve-monthly periods are given below. No 
account of the age of the student at the time of testing has 
been taken in calculating these figures. 


| 
Men Women 
Tested Tested 


1950-1. z 416 5 186 
1953-4. _ 430 ‘ 
1984-5. Ss 465 


Session Negative Negative 





50% 
53-7% 


$2% 








Those students showing a negative response are retested in 
their second year, and approximate figures show a 10% 
increase in the number having positive tests, assuming those 
found to be positive on first testing remain unchanged in the 
second year. 

The considerable difference between our figures and those 
of Dr. Verney may be due to the fact that the results ob- 
tained here are shown covering yearly periods in contrast to 
the five-yearly period 1949-54. It may well be that the per- 
centage of Mantoux-negative adults in this age group has 
increased since 1949, 

We are analysing our results over the past seven years 
with particular reference to the age of the student at the 
time of testing in order to demonstrate this changing pattern. 
This increase in Mantoux negative responses has been shown 
to have occurred amongst schoolchildren. By retesting the 
negative students each year the annual infection rate is being 
calculated. This rate is being correlated with the various 
university faculties and departments and the student’s place 
of lodging, may it be a hall of residence or “ digs.” It is 
hoped that this information will provide a detailed picture 
of tuberculous infection in this university—We are, etc., 


CoLIN C. DOWNIE. 
Bristol. AGNES WILKINSON. 


Clinical Aspects of Atypical Coronary Disease 


Sik,—I was most interested in the article by Dr. Kenneth 
Harris on clinical aspects of atypical coronary disease 
(Journal, October 8, p. 874), and have been led by it to 
review the case histories of 50 patients suffering from coron- 
ary infarction met in general practice in seven years. All these 
cases were confirmed by electrocardiography, or at necropsy. 
Of these 50 cases, 32 had some premonitory symptoms. I 
have classed these as angina of effort 15 cases and sternal 
pain 17 cases. Eight of these cases of sternal pain com- 
plained of “indigestion.” A careful inquiry revealed this 
to be a tight feeling in the chest, in some cases amounting 
to pain, and often relieved by taking alkalis. 

Of those cases which were asymptomatic, one suffered 
from a gastric ulcer and one from gall-stones, the condi- 
tions having been confirmed by x-ray. The patient with 
the peptic ulcer died on a railway station. Necropsy 
revealed a massive coronary thrombosis. A less massive 
attack might have given a difficult diagnostic picture. One 
other female patient, aged 72, suffered from gall-stone colic, 
confirmed radiologically, and also had typical anginal pain. 
The coronary thrombosis which eventually killed her was 
confirmed by electrocardiogram. Eleven patients, whom I 
had seen for various unrelated trivial complaints, died sud- 


denly, and coronary disease was found post mortem. There 
has been one “ silent” case in the series, which occurred in 
a woman of 48 who presented herself with symptoms of 
increasing dyspnoea of sudden onset and _ tachycardia. 
Electrocardiography revealed a recent coronary infarction. 


Of two diabetics in the series, only one complained of 


“ indigestion.” 

In comparing my figures with those of Dr. Harris, I can, 
in all deference, suggest only that the opportunities for 
studying the occurrence of premonitory symptoms are 
infinitely greater in general practice ; 64% of my patients © 
received some warning before a catastrophe occurred. The 
major problem is how to make use of this warning. At 
what stage should anticoagulant therapy be instituted, and 
for how long a period of time? It must be remembered 
that some patients suffer recurrent attacks of anginal pain 
for many years. One case in this series had this symptom 
for ten years, succumbing at the age of 78. The middle- 
aged man falling within one of the three classes mentioned 
by Dr. Harris is probably at the greatest risk, and would 
benefit most from therapy.—I am, etc., 


Kingston-on-Thames. M. H. FRIDJOHN. 


Functional Uterine Bleeding 

Sir,—The aetiology of functional uterine haemorrhage is 
still far from clear. The treatment therefore often presents 
a difficult problem. In our opinion the review of this con- 
dition by Miss Gladys Hill (Journal, October 1, p. 812) 
places undue emphasis on.certain aspects of the treatment 
of the disorder which are open to dispute. 

Miss Hill rightly says that some appraisal should be 
made of the patient’s psychological state. Her description 
of the techniques of examination and treatment, however, 
contains no mention of the patient as a person, and there is 
no indication of the incidence of uterine bleeding associ- 
ated with stress in relation to other types of functional 
bleeding. In our view the majority of women who attend 
out-patient clinics with menorrhagia for which no gross 
organic cause can be found are in fact women in distress 
of mind. In a random sample of 64 out-patients attending 
in one clinic of the Obstetric Hospital during 1953-4 there 
were 12 cases of menorrhagia ultimately classified as func- 
tional in type. Of these, 9 were suffering from tension states 
of varying severity, while in a further two stress may well 
have been a contributory factor. When tension was relieved 
by therapy or by some change in the patient’s life situation 
the bleeding subsided. Menorrhagia of this kind does, as 
a rule, respond very well to the brief and simple psycho- 
therapy that is possible in a hospital clinic. 

Whilst Papanicolaou smears may provide useful informa- 
tion regarding hormone levels it does not follow that varia- 
tion in these levels is the sole cause of the haemorrhage or 
that it is the substitution therapy that necessarily produces 
a cure. It would be interesting to know how many women 
with abnormal Papanicolaou smears in fact have normal 
menstruation. We agree that hormone therapy is some- 
times a useful adjunct in the treatment of functional uterine 
haemorrhage but cannot accept that it should be the main 
form of treatment. 

Miss Hill recommends hysterectomy for the woman of 
40 or over, since “a potentially dangerous organ is removed.” 
We submit that the woman of over 40 is equally deserving 
of conservative therapy, provided curettage excludes malig- 
nancy. Hasty resort to hysterectomy is not justified. Con- 
servative therapy is admittedly slightly less successful in the 
older woman, but it is still worthy of trial, and successes 


outnumber failures.—We are, etc., 
Wi NORMAN Morris. 


London, W.C.1. DESMOND O'NEILL. 


The Acute Abdomen 


Sir,—In Professor Milnes Walker’s account of the examin- 
tion of the patient presenting with an “acute abdomen” 
(Journal, September 24, p. 782) it was disappointing to find 
no mention of the value of abdominal auscultation in the 
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diagnosis of acute disease. To a great extent this clinical 
method has been ignored in the textbooks. In the War 
Supplement of the British Journal of Surgery (page 431) it 
was pointed out that abdominal auscultation was of con- 
siderable value in the diagnosis of abdominal injuries and 
references there made to a study by Rob of 166 patients. 
I have emphasized elsewhere! the point made by Rob that 
it is not sufficient to say that bowel sounds are present or 
absent. One must distinguish between the rippling sounds 
of active peristalsis and the passive sounds of fluid splash- 
ing in distended coils of gut. In any perforation peristalsis 
decreases in direct proportion to the amount of soiling of 
the peritoneal cavity, and when soiling is generalized 
peristalsis is entirely absent. In a great number of cases 
the origin of colicky pain is fairly obvious from the site, 
radiation, and character of the pain, but in those cases in 
which the nature of the colic is not immediately clear 
abdominal auscultation will at once distinguish colic of 
intestinal origin by the finding of exaggerated peristalsis 
exactly coincident with the spasms of pain. 

In acute abdominal disease clinical diagnosis is all-impor- 
tant, as, apart from plain radiography of the abdomen, so 
rightly emphasized by Professor Milnes Walker, few investi- 
gations are helpful. Consequently, it is important not to 
neglect the valuable aid of auscultation.—I am, etc., 


Dublin. ANTHONY WALSH. 


REFERENCE 
1 Walsh, A., J. Irish med. Ass., 1955, 36, 48. 


Serum Amylase and Acute Abdominal Disease 


Sir,—May I be permitted to make one or two comments 
upon the article by Mr. W. Burnett and Dr. T. D. Ness, 
concerning serum amylase levels in acute abdominal disease 
(Journal, September 24, p. 770) ? 

Assuming the accuracy of all these figures, it is interesting 
to note the frequency with which the amylase level is 
raised in acute appendicitis, but here the differential diag- 
nosis should present no difficulty. On the other hand, it 
is disturbing to find such high levels occurring in perforated 
ulcers. I have not observed, personally, more than a slight 
rise in these cases, although rises of up to twice normal 
have been reported widely, including experimental work.’ 
However, one would assume that in such cases radiography 
of the abdomen would not fail to reveal the presence of 
intraperitoneal gas. 

I believe that the statement made in regard to the value 
of the amylase level in the differential diagnosis of acute 
cholecystitis and acute pancreatitis is based on the wrong 
premises. In the first place, all patients with acute pan- 
creatitis are not seriously ill. As in other diseases, the 
condition will vary from mild to very severe,’ and the high 
amylase levels encountered in the fulminating cases should 
not be expected in the milder ones, for, contrary to the 
opinion of many, I think there is some correlation between 
the amylase level and the severity of the disease. Secondly, 
as is well known, there is frequently an association of 
pancreatic and biliary tract disease. The usual 
findings are chronic cholecystitis and cholelithiasis or 
choledocholithiasis,* * but Siler and Wulsin,‘ Bockus,’ and 
Berk* have noted the simultaneous occurrence of acute 
cholecystitis also. 1 consider that there is a more frequent 
incidence of concomitant acute cholecystitis and pancreatitis 
than has been realized hitherto and that it is undesirable to 
postulate two entities of acute cholecystitis with a moderate 
unexplained amylase level and acute pancreatitis with a 
high level. Among the eight cases of acute pancreatitis 
(two deaths) admitted to St. Alfege’s Hospital this year three 
had an associated acute cholecystitis. In addition, one man 
who has had two admissions recently for acute pancreatitis 
was found at emergency operation 21 months ago to have 
an acutely inflamed perforated gall-bladder and a swollen 
oedematous pancreas ; the serum amylase level at this time 
was 50 Wohlgemuth units (normal 3-10). 

In comparison with the eight cases of acute pancreatitis, 
sixteen cases of perforated ulcer have been seen, which 


ts 


compares with the figures of Burnett and Ness and differs 
considerably from those of Cox,’ who could find only five 
recorded cases over a period of five years as against ninety 
of perforation. 

Although no one investigation is infallible, I find this 
estimation, together with the straight x-ray of the abdomen, 
the most useful aid in the diagnosis of the acute abdomen 
Provided that one keeps the possibility in mind, the “ rare” 
disease of pancreatitis will be found to be relatively com. 
mon ; and one should be able to avoid laparotomy in the 
majority of cases, for it is a widely held opinion that 
operation during the acute phase leads to an increased 


mortality. All the cases here were treated conservatively — 
I am, etc., 
London, S.E.10. R. F. Botam. 
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Neurosis in General Practice 


Sir,—I write to record my appreciation of Dr. R. A. B. 
Rorie’s letter (Journal, October 15, p. 970). The true 
neurotic or persisting anxiety state has a_ characteristic 
history, and runs a recognizable clinical course. Unless 
there is precision in diagnosis, advice tends to be unsatis- 
factory ; and figures are liable to be misleading.—I am, etc., 


London, W.1. MuRDO MACKENZIE. 


Chlorpromazine and Epilepsy 

Sir,—For the last seven months in this hospital (the 
Ladysbridge Certified Institution) eleven epileptic mental 
defectives have been treated with chlorpromazine hydro- 
chloride, in addition to their routine sedation. Of these 
eleven, nine suffered from both grand and petit mal and 
two from grand mal only. Their fits were frequent—the 
most severe having up to 38 grand mals in a month—and 
were not adequately controlled by anticonvulsants. As far 
as is known, all had suffered from epilepsy from an early 
age. Their present ages range from 28 to 70 years. 

For a month they were given a basic sedation of pheno- 
barbitone, 1 gr. (65 mg.) three times a day. To this was 
added, at monthly intervals, chlorpromazine 25 mg. So 
that, in the end, each was receiving daily sedation of pheno- 
barbitone 3 gr. (0.2 g.) and 175 mg. chlorpromazine by 
mouth. On this last dosage one man became excessively 
drowsy—this was the only side-effect noted. 

The results were compared with the patients’ records for 
three similar seven-monthly periods, and showed that three 
patients had less fits, five had more, and three showed no 
appreciable difference.—I am, etc., 


Banff. H. P. Ross. 


Sacro-iliac Strain 

Sir,—I was very interested to read Mr. T. T. Stamm’s 
short article on sacro-iliac strain (Journal, October 1, p. 833), 
as this is a subject I have been interested in for 20 years, 
and at present I treat an average of eight cases daily. 

Anyone can satisfy himself that there is movement in 
the sacro-iliac joints by placing his fingers on the posterior 
superior spines of his own ilia whilst marking time. The 
movement in this joint has a normal range of about 4} in. 
(12.7 mm.), } in. (6.4 mm.) in either direction from its posi- 
tion of rest. When the joint is “subluxated ” as the result 
of trauma or muscular effort it actually becomes locked at 
the extreme range of movement in either direction. This 
can be easily demonstrated by sitting the patient on a level 
surface, when one posterior iliac spine is seen to be } in. 
(6.4 mm.) higher than the other. The other signs which 
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Mr. Stamm mentioned are also present, and the tenderness 


tells one which side is wrong. After reduction by manipula- 


tion, which I always prefer to do without anaesthesia, the 
posterior iliac spines are found to be level. 

My experience is that this condition is by far the com- 
monest cause of low back pain.—I am, etc., 


Hector W. JORDAN. 


Mayfield, Sussex. 


Methylpentynol 


Sir,—Dr. John J. Bradley’s letter (Journal, October 8, 
p. 911) prompts me to report the following two cases. 


The patient, a retired Army officer, aged 56, with a long history 
of alcoholism, was successfully treated by Dr. J. Y. Dent, using 
apomorphine by injection.’ Following this treatmient he became 
teetotal, with no craving or desire to drink. A keen golfer, he 
would adjourn to the club-house bar with his friends after a game, 
but his refreshment was always non-alcoholic. Then eight years 
later he began to experience what he described as an uncomfort- 
able feeling that he “ needed a drink.” He gradually began to 
feel that it would be rather pleasant to have just one small whisky, 
and he rather envied his friends. The months passed and gradu- 
ally his craving for alcohol became stronger until one day, when 
on a visit to London, he went into a bar and ordered a whisky. 
Within a very short time he was drinking a bottle a day. How- 
ever, he had the good sense to seek help and was again treated 
with apomorphine by injection. While under my care during 
this second course of treatment he became very puzzled as to the 
cause of his relapse. He knew there must have been some reason 
for it and I confess that at first I could provide no answer. A 
couple of days prior to his discharge from the nursing-home he 
casually mentioned that he had for the last six months or so been 
in the habit of swallowing a capsule of methylpentynol just before 
a golf miatch. He had read that it gave “confidence” and 
theught he would try it out. On looking back, it became quite 
clear that the recurrence of his craving for alcohol occurred soon 
after he began taking methylpentynol, and there is no doubt in 
my mind (nor in the mind of the patient) that his relapse was 
entirely due to methylpentynol, which, being an alcohol, acted in 
the same way as any other alcohol would have done: it re- 
activated the addict’s craving. 

The second case is that of a middle-aged woman who similarly 
lost her craving for alcohol after apomorphine treatment. She 
too read of the calming and confidence-giving properties of 
methylpentynol and took two capsules an hour before a dental 
appointment. She woke up in the casualty department of the 
local hospital while she was being given a stomach wash-out, 
having taken twenty capsules. She only remembered taking the 
first two. The next day she drank half a bottle of gin, and the 
next, and the next, and the next... . 


I think these cases suffice to show that methylpentynol is 
indeed a dangerous drug—if given to the alcohol addict, 
anyway.—I am, etc., 

JEFFREY BISHOP. 


London, S.W.1. 
REFERENCE 
: Dent, J. Y., Anxiety and Its: Treatment, 1955, 3rd ed. Skeffington, 
London. 


Osteomyelitis of the Maxilla in Infancy 


Sir,—In view of the report by Dr. Leonard Haas (Journal, 
July 23, p. 245) of a case of osteomyelitis of the maxilla in 
infancy, it is, perhaps, worth recording a similar case which 
was associated with orbital cellulitis but without cavernous 
sinus thrombosis. - 


A male infant presented at the age of 4 weeks with swelling 
of the left eye, which had been present for two days. He had 
been born at home three weeks prematurely and was admitted 
to a maternity unit about two hours after birth. Birth weight 
was 6 Ib. 2 oz. (2.8 kg.) and the ten days in hospital were unevent- 
ful and there was no evidence of infection.: Breast-feeding was 
not attempted because of deeply inverted nipples. Two weeks 
after birth and after return home a furuncle developed in the 
left supraclavicular region, which resolved without treatment 
and was followed one week later by a similar lesion on the left 
chest. Three days after the latter had resolved the left eye 
and left nostril began to discharge, and the following day swelling 
of the left eye was noticed. 

On admission there was proptosis of the left eye with some 
limitation of movement and oedema of the eyelids, but no 
chemosis. There was slight swelling of the left cheek and puru- 
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lent discharge from the left nostril and left upper gum margin in 
the position of the canine tooth. The temperature was 100.6° F. 
(38.1° C.) and physical examination was otherwise normal. A 
diagnosis of orbital cellulitis was made, possibly with osteo- 
myelitis. Treatment with tetracycline 300 mg. daily in divided 
doses was given on the assumption that the infection was prob- 
ably due to a penicillin-resistant staphylococcus. In fact, the 
Staphylococcus aureus cultured from the nasal discharge proved 
to be moderately sensitive to penicillin in vitro. The temperature 
fell to normal in 48 hours and the swelling of the eye had 
disappeared and the discharge ceased before tetracycline was 
discontinued after five days. The infant was discharged well on 
the tenth day. In view of the rapid response and the excellent 
general condition, the tentative diagnosis of osteomyelitis was 
dropped. 

He was readmitted 17 days later with swelling of the left side 
of the face which had been present for nine days. On examina- 
tion there was an obvious swelling over the zygoma in front of 
the left ear, with oedema of the eyelids, but there was no, recur- 
rence of proptosis or discharge from the nose and gum. No 
staphylococcus was cultured from the nasal swab. It was now 
realized that the underlying lesion was osteomyelitis of the 
maxilla, and a longer course of treatment was given—that is, 
tetracycline 200 mg. daily for seven days followed by penicillin 
200,000 units daily for 14-days. All signs had disappeared by the 
tenth day. At the end of treatment radiography of the skuli, 
which had been normal seven weeks and three weeks previously, 
showed increased density of ‘the left maxilla. One week after 
treatment was discontinued he was discharged well, but re- 
admitted three days later with redness of the left lower eye‘id. 
There was no other evidence of recurrence and this superficial 
infection resolved rapidly with erythromycin 200 mg. daily for 
five days. One week later a small pustule appeared in the same 
eyelid and a further five-day course of crystalline penicillin 
200,000 units daily was given. One week after this and three 
months from onset he was discharged well. 


This case, occurring after two successive furuncles had 
apparently resolved satisfactorily without treatment, illus- 
trates the importance of systemic antibiotic treatment of 
superficial staphylococcal lesions in the newborn, particu- 
larly as the incidence of neonatal osteitis appears to be 
increasing. Dennison’ has recently reported a series of 
22 cases in which there were eight affecting the maxilla. In 
the light of the previously reported case a firmer diagnosis 
of osteomyelitis could have been made at the beginning, 
and, possibly, the relapse prevented by a longer course 
of treatment initially. 

I wish to thank Dr, M. E. Edmunds for permission to 
report this case, and Mr. M. W. Gardener for help and 
advice.—I am, etc., 

Watford. Mary NEVILLE SMITH. 

REFERENCE 
1 Dennison, W. M., Lancet, 1955, 2, 474. 


Acute Yellow Atrophy Without Clinical Jaundice 


Sir,—Infective hepatitis usually gives rise to clinical 
jaundice. Recently in this area we have had several cases 
showing jaundice, and all mild in nature. The following 
case presented with severe meningeal signs and no clinical 
jaundice. 


A boy of 84 years was admitted to the children’s ward with 
a five-day history of central abdominal pain. He had been mildly 
‘pyrexial and had complained of anorexia and general lassitude. 
On the morning of admission his abdominal pain had become 
more severe and he had vomited bile-stained fluid 14 times. He 
had become delirious by the time of admission and complained 
of a severe frontal headache. General examination revealed a 
semi-comatose child with a high-pitched cerebral cry, marked 
neck stiffness, and convulsions. He had definite oral fetor. The 
abdomen was held tight and neither liver nor spleen was palp- 
able. The urine showed a trace of bile but no excess of uro- 
bilinogen. He produced coffee-ground vomiting after admission, 
and in spite of general efforts at rehydration and resuscitation 
he went gradually downhill and died. Just prior to death his 
blood urea was 100 mg.%, alkali reserve 38.5 vol.%. The van 
den Bergh showed a biphasic direct reaction and an indirect: 
reaction of 3.0 mg.%. / 

At necropsy he was found to have a bright yellow liver. The 
bile passages were found to be patent and normal. All other 
organs were found to be macroscopically normal. Microscopi- 
cally-the liver showed diffuse degeneration throughout the paren- 
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chyma, not progressing to necrosis. There was present moderate 
cellular infiltration of the portal tracts; the kidneys showed ad- 
vanced lobular degeneration. It was felt that the cerebral mani- 
festations were due to hepatic failure and that the most likely 
cause for this was infective hepatitis. In retrospect the boy 
presented the typical picture of cholaemia without clinical 
jaundice. 

I must express my thanks to Dr. C. G. Fagg for permis- 
sion to publish this case.—I am, etc., 


Luton. D. B. HAwWKIns. 


Standard Tubular Steel Chair Converted to Sanitary 
Chair 


Sin,—The excellent conversion suggested by Dr. J. B. 
Stewart (Journal, December 18, 1954, p. 1482) was tried out 
successfully in East Fortune Hospital, where it was made up 
by the maintenance staff under Mr. Morgan, the superinten- 
dent of works. The sanitary annexes there, and also in Rood- 
lands General Hospital, are of various designs, and Dr. 
Stewart’s model was inconveniently high in some cases, also 
the wheel-base was rather long for some of the approaches. 

To meet these conditions I ventured to modify Dr. 
Stewart’s design by having the chair mounted on iron strip 
14 in. X } in. (3.8 cm. X 1 cm.) bent so as to keep it as 
near the ground as possible, the Shepherd castors being 
mounted with: just sufficient room to swing, and a 4 in. 
(10.2 cm.) footboard fitted on the forward end of the strip 
irons. In this 
modification the 
weight is kept as 
low as possible, the 
appliance has good 
stability, and it is 
easily §manceuvr- 
able. This model 
has been used 
in Roodlands 
General Hospital, 
Haddington, where 
it has been re- 
ceived with great 
enthusiasm by patients and by the nursing staff. It is 
suitable for use where there are no door sills, and where 
the pedestals are of the lower, more modern type, whether 
the cisterns are of high or low level. We find that it is used 
quite conveniently without arm rests, and have not fitted 
them. 

Where the appliance is to be used with the older type of 
water closet, in which the seat is mounted on a wall board, 
it can only be put into position over the existing seat, which 
makes for rather a high position, but is still preferable to a 
bed-pan. If necessary the front transverse bar of the chair 
can be cut out and welded higher up, where it also gives 
additional support to the seat. This modification is illus- 
trated in the photograph, and was made by Mr. Kennedy, 
the hospital engineer at Roodlands. 

These chairs are easily made, are inexpensive, and are a 
valuable factor in easing the work of the nursing staff. I 
am very grateful to Dr. Stewart for his suggestion.—I am, 
etc., 

Haddington, East Lo:hian. 


Colour-blindness 


Sir.—Drs. J. H. Mitchell’s and M. S. Purvis’s letters on 
this subject (Journal, September 24, p. 792) have also 
prompted me to point out certain features of colour-blindness 
that are not perhaps as widely appreciated as they ought 
to be. 

Some of your readers may recall the late Professor H. E. 
Roaf’s great interest in this subject, and, as regards Dr. 
C. H. H. Robertson’s confirmatory test Journal, August 6, 
p. 380), I well remember having this “test ” pointed out 
to me, when I first discovered my own colour defect by 
means of the Ishihara charts, whilst engaged on a piece of 
research undertaken under the professor’s direction during 
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his occupancy of the Chair of Physiology at the University 
of Liverpool. Professor J. Chassar Moir’s observations 
(Journal, August 20, p. 488) are interesting and amusip 
but he will appreciate, as Dr. Mitchell implies, that the 
“crux of the matter” lies much deeper. In particular, the 
second paragraph of Dr. Mitchell’s letter raises a point 
that might have considerable practical significance. Hig 
reason for discarding the anti-glare goggles raises the ques- 
tion of whether rear lights on cars should preferably be of 
a uniform size, and markedly different in diameter from 
the headlights of oncoming vehicles. Dr. Mitchell would 
almost invariably have been able to distinguish, as he states 
etween these two sets of lights by their disparity in size, 
though serious confusion might arise under the circumstances 
he mentions. However, one firm of car manufacturers now 
fit certain of their cars with rear lights much bigger than 
hitherto. It might arise that a colour defective might use 
anti-glare goggles and fail to appreciate fully the danger 
Dr. Mitchell noted, in that at a distance, on crowded and 
little-known roads, the larger type rear lights may be very 
easily confused with oncoming headlights. It seems prudent, 
therefore, that all rear lights be of the same size, differing 
widely in diameter.from that of headlights. In other words, 
so long as rear lights are reasonably powerful and properly 
situated, “ bigger and better” ones are not required. 

As regards Dr. Purvis’s letter, may I be permitted to refer 
him to the undermentioned paper,’ which if he cares to 
consult it will, I think, explain the dilemma of the colour- 
blind sergeant ? The term “ blindness” is used rather loosely, 
and much of this deficiency, congenital in nature, trans- 
mitted through the female mainly as a recessive gene, is in 
many instances more a “confusion” than a “ blindness,” 
Only about 4% of the male population is overtly deficient ; 
another 6% or 8% have some deficiency, often unsuspected 
throughout life. The sergeant was only mildly affected, and . 
would probably fall into Type 3 of the approximate 
classification we suggested. Dr. Purvis will doubtless realize 
in consequence that for all ordinary purposes this man would 
be fully capable, as indeed he was, of carrying out his job 
as a motor-coach painter.—I am, etc., 


Liverpool, 1. H. VINCENT CorRBETT. 


REFERENCE 
! Corbett, H. V., and Roaf, H. E., Brit. J. Ophthal., 1937, 21, 592. 


Diabetes and Pregnancy 


Sir,—It seems to us a pity that Dr. M. I. Drury (Journal, 
October 8, p. 908) has chosen to make an issue of a matter 
which inevitably cannot be unaffected by influences other 
than medical. We would like to repeat that we respect, 
even if we do not agree with, the religious view that the 
therapeutic termination of pregnancy is in no circumstances 
justifiable. The use of the word prejudice in this connexion 
seems to us to be correct, as the issue in every case is pre- 
judged by those who hold the religious belief in question. 

Dr. Priscilla White’s dogmatic statement referred to 
contraindications to pregnancy, not to indications for 
therapeutic abortion; these are not the same _ thing. 
Dr. White has already supported the view that diabetes 
is inherited as a Mendelian recessive characteristic, accord- 
ing to which if two diabetics marry and have children they 
may all in time be eXpected to develop diabetes. We find it 
difficult to believe that Dr. White really intended her reply 
to Dr. Garfield Duncan to be taken as her final and com- 
plete answer, even on the subject of contraindications to 
pregnancy. Even if she did, we should feel compelled to 
adhere to our opinions, based on a long and extensive ex- 
perience, and with deference differ from her in this respect 
as we do in certain other aspects of the management of the 
pregnant diabetic. 

We do not prefer certain failure by reason of the thera- 
peutic termination of a pregnancy to the possible success- 
ful outcome of an uninterrupted pregnancy, but we do pre- 
fer to safeguard the mother when, on every reasonable 
reckoning, the prospect of her bearing a live and healthy 
baby seems to us to be remote. From our survey of over 
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700 diabetic pregnancies we are aware that, in the circum- 
stances in question, the risk to the mother cannot safely be 
ignored. 

The increased foetal mortality even in the pre-diabetic 
state and the even higher incidence of abortion, intra- 
uterine death, and neonatal death, not to mention congenital 
deformities in the- diabetic, entirely justify the use of the 
phrase ~ inherent limitations of the diabetic woman for 
reproduction "—the word inherent is derived from the 
Latin word “to stick”; surely no better epithet could be 
found to describe these persistent tendencies in the diabetic 
woman? We have found that in a small number of cases 
retinopathy and nephropathy have progressed rapidly after 
pregnancy, and if Dr. Drury will examine the children born 
to diabetic mothers he will find that the incidence of mani- 
fest deformities, already more than normal at birth, increases 
greatly as with time they become clinically recognizable. 

In conclusion, the problems of phthisis and rheumatic 
heart disease are very different from those of diabetes, and 
Dr. Drury’s reference to them is irrelevant. No one, unless 
he prejudged the issue and closed his mind, would suggest 
that there are no indications for termination of pregnancy 
in patients suffering from these diseases, as Dr. Drury seems 


to imply.—We are, etc., W. G. OAKLEY. 
J. H. PEEL. 


Numbering of Fingers 

Sir,—I have read with interest the letters from Dr. 
Robert Forbes (Journal, October 1, p. 851) and Sir Reginald 
Watson-Jones (Journal, October 15, p. 968) on the above 
subject. As a radiologist I have always made it a practice 
in my reports to designate the digits and their respective 
metacarpals as thumbs, index, middle, ring, and little 
respectively, so that there can be_ne ambiguity at all about 
which particular digit is meant. 

It seems to me that there is no reason why the toes and 
their metatarsals should not be described similarly—that is, 
big, index or second, middle, ring, and little. To describe 
these regions in this way leaves no room for doubt as to 
which is meant, and it might save. disasters such as Sir 
Reginald mentions in his letter—I am, etc., 

Tunbridge Wells. WALTER ADDEY. 


Treatment of Simple Rib Fractures 


Sir,—Mr. H. D. W. Powell’s article on “ The Treatment 
of Simple Rib Fractures ” (Journal, October 1, p. 829) reads 
like a rabid denunciation of’strapping. Strapping, or even 
firm crépe banding, provided it is applied all the way round 
the lower chest, will relieve pain of ribs fractured at any 
level, and, furthermore, it will lessen the tendency to 
development of traumatic pleurisy, the commonest compli- 
cation of fractured ribs. Strapping, as it is usually applied 
in small half-way strips over the fracture site, is of course 
worse than useless, and it is perhaps this type of strapping 
that Mr. Powell is condemning. 

Injection of local analgesic into the fracture site can be 
a great help to the patient, but without strapping surely it 
is enabling him to use and abuse his chest wall all the more, 
even if you do take the precaution of putting the arm of the 
injured side in a sling—and this should always be done. 
Withdrawing the plunger before injecting the “local” will 
show by free blood that you are in the fracture site and not 
in the pleural cavity.—I am, etc., 

Downpatrick. 


London, W.1. 


Pappy J. Moore. 


Animals in Research 


Sir,—It must be left to Dr. James F. Brailsford’s fellow 
practitioners to decide on the truth of his dictum (Journal, 
October 15, p. 971) that “medicine is an art and not a 
science.” But I find it interesting, and suggestive, that he 
regards it as so unsusceptible to any scientific approach 
that he prefers to work with two unknowns, the unstandard- 
izable patient and the unstandardized drug, rather than with 
the former only.—I am, etc., 

A. L. BACHARACH. 


London, N.W.3. 


Trichomonas Vaginalis Infection in the Male 


Sir,—In the article “ Trichomonas Vaginalis Infection in 
the Male,” by Dr. W. E. Coutts and his colleagues (Journal, 
October 8, p. 885), it is stated that “out of a group of 40 
cases of acute balanitis studied by Lanceley and McEntegart 
(1953), in only one was the parasite not found in some part 
of the urogenital tract.” my paper’ (incidentally, I was 
the sole author and McEntegart did not co-edit) is referred 
to, it will be noted that this is a misquotation. My investi- 
gation revealed 5 trichomonad infections in 40 cases of 
balanitis examined. Of these five, only one was found to 
have the trichomonad infection limited to the subpreputial 
sac. I think it will be agreed that this is a vastly different 
finding from that imputed in the article-—I am, etc., 

Wirral. FREDERICK LANCELEY. 

REFERENCE 
1 Lancetey, F. Brit. J. vener. Dis., 1953, 39, 213. 


A Simple Method of Blood-grouping 


Sirn,—The Eldon card method of blood-grouping has 
recently been the subject of several letters in your journal, 
and I feel that the most recent (Dr. R. A. Zeitlin, Journal, 
October 15, p. 970) calls for some comment. 

First, Dr. Zeitlin refers to “this alleged simple method,” 
but surely, whatever his assessment of the merits or other- 
wise of the method, it does not alter the fact it is a simple 
method io perform. Then there is no reason why checking 
the serum agglutinin content of the blood to be tested 
against known A and B cells should not be carried out after 
this method as with any other. The question of. dried 
serum here does not-arise. Cells of known groups are 
easily obtained from volunteers among the staff, and these 
may he used also for periodically checking the activity of 
the antisera on the cards. I would refer Dr. Zeitlin to the 
work of Eldon’ and Jordal,? which shows how thoroughly 
controlled the development of this method has been. It _ 
may be that the cards used at Montpellier were not so 
carefully prepared as those under discussion, but as he gjves 
no reference to this work comparison is impossible. 

The Eldon cards are made up in numbered batches with 
the date of expiry on the label, and this date, in spite of 
Dr. Zeitlin’s pessimistic assurances, is given as two years 
from the date of preparation. 

Finally, a competent technician would very quickly realize 
that something is amiss if, when he reads off his results, 
he is faced with a series of apparently group O Rh-negative 
cells. Should a person be wrongly grouped, and this has 
happened using liquid antisera, the result should not be 
disastrous. Dr. Zeitlin must know very well that before 
donors’ blood is given to a patient it should be cross-matched 
with the patient’s serum in all cases.—I am, etc., 

Chester. L. H. TURNBULL. 
REFERENCES 


1 Eldon. K., Dan. med. Bull., 1955, 2, 33. 
2 fordal, K., ibid., 1955, 2, 40. 


Diverging Sex-morbidity Trends in Cancer of the 
Mouth 


Sir.—I was greatly interested in Miss Marion H. Russell's 
article on “ Diverging Sex-Morbidity Trends in Cancer of 
the Mouth” (Journal, October 1, p. 823). Her valuable 
discussion of the possible factors which have influenced 
these trends contains, however, in my humble opinion an 
important omission. No reference is made to the effect 
that dental treatment may have had on the prevention of 
carcinoma of the mouth. Of the local aggravating causa- 
tive factors surely oral sepsis and mechanical irritation, 
particularly in the male sex, cannot be ignored. 

Twenty to thirty years ago much radical denta] treatment 
was undertaken in an attempt to cure many conditions. 
Has this, many years later, had any effect on the incidence 
of cancer of the mouth? It is important to remember that 
dental treatment was available under the National Insurance 
Act from 1928 as an additional benefit to a large part of 
the wage-earning section of the population, though they 

















1090 Oct. 29, 1955 CORRESPONDENCE ep sBRTISH 
a 
had to pay a proportion of the cost themselves. It may be estimation of the blood urea x-ray studies of the skull, an 


that the slower improvement in Oldham, where the unem- 
ployment rate was 50% in 1931, can be partially explained 
by the inability of the men of that borough at that time to 
afford dental treatment. The large amount of such treat- 
ment carried out by the dental branches of the Armed 
Services during the war of 1939-45 on a not inconsiderable 
part of the male population may have influenced the inci- 
dence of cancer of the mouth only a little in the 45-55 age 
group in 1945-9; but in groups from 1950 onwards the 
effect may be greater. 

It is pertinent to observe that since 1923 there has been 
a steadily increasing proportion of the dental profession 
with academic qualifications until, in January, 1955, 81% 
came into that category. This should mean not only an 
increasing awareness amongst those concerned with oral 
care of the dangers of oral sepsis and mechanical irritation 
with the importance of their elimination, but also the more 
frequent design of prosthetic restorations on biological 
principles. The education of more dental surgeons and 
improved dental health propaganda may‘ well be important 
contributions which could be made towards the prevention 
of oral cancer.—I am, ‘etc., 


Dundee. A. D. Hitcuin. 


Use of Antibiotics 


Sir,—As an admiring reader of Professor L. P. Garrod’s 
writings on antibiotics, I am the more surprised that he 
thinks fit to pillory with an exclamation mark the dentist 
who “ offered” penicillin to a patient before scaling his 
teeth (Journal, September 24, p. 756). 

Since it has been shown by Elliot’ that a bacteriaemia 
may occur after very slight trauma such as massaging the 
gums or rocking the teeth in a patient with pyorrhoea, it 
seems reasonable to suppose that scaling twenty or thirty 
loose teeth may produce a heavier bacterial shower than the 
extraction of one such tooth from an area rendered ischaemic 
by local analgesia. As Professor Garrod agrees that anti- 
biotics may be used legitimately before dental extractions in 
rheumatic subjects, he should surely not condemn so sweep- 
ingly their use defore scaling.—I am, etc., 


London, W.C.1. W. B. BALDERSTON. 


REFERENCE 
1 Elliot, S. D., Proc. roy. Soc. med., 32, 747. 


Myxoedema 


Sir,—I read with interest the group of articles (Journal, 
September 24) describing the occurrence of coma in myx- 
oedema. Another rare complication of advanced myxoedema 
is the epileptiform convulsion. I have recently consulted 
several modern textbooks of endocrinology and neurology 
respectively, without finding any reference to myxoedema as 
a cause of epileptiform seizures. Nevertheless, the older 
textbooks and papers contain specific references to an asso- 
ciation between these two conditions. A _ report on 
myxoedema' prepared by the Clinical Society of London in 
1888 draws attention to the fact that convulsions occasionally 
complicate the course of myxoedema. Tanzi’ writes : “In 
some cases [of myxoedema] marked tremor, tetany, and 
epileptiform convulsions occur”; and Bleuler,’ when dis- 
cussing myxoedema, writes: “The severest cases finally 
develop into hallucinatory confusions ; at the same time the 
physical strength. declines, and the patients die, often in 
convulsion.” |More recently Le Marquand ef al.* have 
described the occurrence of a tonic fit in a patient afflicted 
with advanced myxoedema. In a case reported by Malden’ 
the patient. had an epileptiform convulsion shortly before 
passing into myxoedematous coma. 

I have had the opportunity of studying a case of advanced 
myxoedema,* in which the patient had reached a state of 
stupor and had suffered a succession of six epileptiform 
fits while in this condition. A full clinical examination and 
special tests (which included examination of the urine, 


electrocardiogram, and an electroencephalogram) failed to 
reveal an obvious cause for the convulsions. The fits ceased 
permanently after the grosser signs of myxoedema had dis- 
appeared as a result of treatment with thyroid extract. There 
was no history of previous convulsions. 

The modus operandi of myxoedema in producing convyl- 
sions is obscure. As the brain tissues are inured to an 
impoverished circulation in myxoedema, the fits are un- 
likely to be explicable in terms of the Stokes-Adams 
phenomenon. It is possible that water retention, which 
according to Hubble’ is a classical feature of myxoedema 
facilitates the appearance of convulsions. This matter 
requires further study.—I am, etc., 

Menstoa, Yorks. J. Topp. 
REFERENCES 
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Phenoxymethy! Penicillin 


Sir,—Like Dr. A. G. Bowerbank (Journal, October 22, 
p. 1028), I have recently had the opportunity of using 
phenoxymethyl penicillin in my practice. It is claimed that 
this preparation is acid-stable and not affected by gastric 
acidity, the latter having been a great drawback to the use 
of oral penicillin. 

The dosage used in the following 24 cases was 1-2 tablets, 
according to the severity of the case, every four hours. No 
diarrhoea was reported and there were no side-effects. 
(1) Tonsillitis—10 cases all cleared up within 48 hours ; (2) 
boil in nose—began to discharge in 36 hours and was dry 
within 64 hours; (3) puerperal mastitis, visited by consul- 
tant, dramatic cure in 36 hours; (4) deep-seated abscess of 
buttock—cleared in four days; (5) cellulitis of forehead, 
clear in two days ; (6) furunculosis—6 cases all clear in four 
days ; (7) 2 cases of acute otitis media—temperature settled 
in 36 hours and drum appeared normal in three days; 
(8) 2 cases of chronic suppurative otitis media showed no 
appreciable change. 

I appreciate that the number of cases is small, but in 
view of the encouraging results I felt they were worth pub- 
lishing, and further results will be available in the near 
future.—I am, etc., 


Liverpool, 15. W. L. Dove. 


Osler Memorial at Oxford 


Sir,—In your notice (Journal, October 15, p. 962) of the 
unveiling of the Osler Memorial Plaque at 13, Norham 
Gardens, Oxford, by Professor G. W. Pickering, the presi- 
dent of the Osler Club is incorrectly reported as saying that 
the Club was founded by six of “his” students. It is not 
clear whether the “his” refers to the president or to Osler. 
It should refer to neither. Six medical students who had 
not known Osler nor, at that time, Dr. Green-Armytage 
formed the original membership. Harvey Cushing’s bio- 
graphy and Osler’s reputation really caused this medico- 
historical club to take Osler’s name. 

Some accounts of the ceremony, though not yours, have 
wrongly attributed to the Club a share in the decision to 
make it possible for Osler’s wish to be fulfilled that the 
Regius should live in his old home. The misunderstand- 
ing seems to have arisen because the local press mistook 
the unveiling of the plaque for the opening of the house. 
With the plaque the Club had everything to do, and the 
officers, council, and members are most grateful to the 
Hebdomadal Council for permission to place it where it 
is. The use of the house has of course nothing whatever 
to do with the Club nor with any of its members. Thev 
all share in the feeling of pleasure that Osler’s wish will 
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come true, and in the general gratitude to Professor Gardner 
and the University officers for all their hard work towards 
this end. They wish success to the new Regius Professor 
of Medicine and his wife and family and great happiness 
in a house where in the past such great happiness has been 
shared by so many.—I am, etc., 


Seiten, W2. ALFRED WHITE FRANKLIN. 








Obituary 








NORMAN KLETTS. MB. F.R.CP. 


Dr. Norman Kletts, lecturer in medicine in Manchester 
University, died suddenly at his home at Adlington, 
Macclesfield, on October 14. He was 60 years of age. 

Norman Kletts was born in Manchester on July 27, 
1895. At Manchester Grammar School he acquired an 
unusually good knowledge of the classics, and at the 
university he was a prize, scholarship, and medal winner. 
He graduated M.B., Ch.B. in 1917, with distinctions in 
medicine and surgery, and after experience as house- 
physician and house-surgeon at the Royal Infirmary he 
joined the R.A.M.C. and served in France in the first 
world war, attaining the rank of captain. 

After the war Kletts became pathological registrar 
and assistant director of the clinical laboratory at the 
Manchester Royal Infirmary, and followed this with two 
years as resident medical officer. In 1921 he took the 
M.R.C.P. and was elected to the Fellowship in 1944. 
He held honorary appointments at Ancoats Hospital and 
Stockport Infirmary until, in 1934, he was appointed 
honorary physician at the Manchester -Royal Infirmary, 
where for a time he held the post of dean of clinical 
instruction. 


A colleague writes: It will be a long time before there 
is another Norman Kletts. A brilliant teacher, he attracted 
undergraduate students even in the days when he held ap- 
pointments at the peripheral hospitals. His remarkable 
command of words, his clear incisive views, gave them just 
what they wanted. But they had to be on their toes, for he 
was intolerant of anything but the best, and thoughtless 
answers or illogical argument drew from him gentle but 
unforgettable sarcasm. He was equally successful in con- 
sulting practice, for his manner, methods, and advice greatly 
impressed and encouraged patients and relatives alike, and 
together with his diagnostic ability were just what the general 
practitioners wanted. The result was that he built up the 
biggest consulting practice in the area. Small wonder was it 
that he overtaxed his strength and contracted tuberculosis 
in 1945, necessitating a thoracoplasty. Recovery was slow 
and was hindered by a tragic fatal accident to one of his 
daughters. But in 1948 he was in harness again in an ad- 
ministrative capacity as adviser in medicine to the Oxford 
Regional Board, living in a Cotswold village. 

By 1949 he had sufficiently recovered to return to Man- 
chester, but he contented himself with the duties of physician 
in charge of a unit at the Royal Infirmary and adviser in 
medicine to the regional board. His last few years were 
largely devoted to administrative work, and he built up a 
first-class service in medicine covering the whole of the vast 
Manchester region. He will be valued and missed more 
than anything for this work. His assessment of character, and 
his skill as chairman or member of committees were great 
assets. His teaching continued, and his logical approach to 
a clinical problem remained an admirable example to those 
he worked with, both graduate and undergraduate. His 
discussions of cases over coffee after a ward round were 
particularly appreciated. His hobby was his garden in 
Cheshire looking on to the Derbyshire hills. In the last few 
months it was obvious to his colleagues that his health was 


failing ; nevertheless his sudden death came as a great shock, 
for he was working to the end. He leaves a wife and 
daughter, to whom we extend our sympathy. 


W. H. HAMILTON, C.B., C.LE., C.B.E., D.S.O. 
F.R.C.S., D.P.H. 

Major-General W. H. Hamilton died suddenly at St. 

Helier, Jersey, on October 18 at the age of 74. He had 

had a long and distinguished career in the Indian 

Medical Service. 

William Haywood Hamilton was born on December 
21, 1880, the son of Mr. W. R. Hamilton, of the Indian 
Civil Service, and was educated at Tonbridge School, 
where he was a prize-winner and an exhibitioner, and at 
St. Bartholomew’s Hospital, where he gained the 
anatomy prize in 1902, qualifying M.R.C.S., L.R.C.P. 
in the following year. After qualification he held 
various appointments at Bart’s, including those of 
house-physician and ophthalmic house-surgeon, and a 
number of posts at other London hospitals, including 
the Westminster Ophthalmic Hospital. The study of 
ophthalmology interested him from the outset of his 
career and it was chiefly as an ophthalmic specialist that 
he was employed in his early years in the Indian Medical 
Service, which he joined in 1905. He was admitted 
F.R.C.S. in 1908, and in 1922 he obtained the 
D.T.M.&H. and in 1928 the D.P.H. of the English Royal 
Colleges. During the first world war he held many 
positions of great responsibility. From the appointment 
of Deputy Assistant Director of Medical Services, 
Lucknow Division, which he had held since 1911, he 
became Assistant Director of Medical Services in 1915 
and later Deputy Director of Medical Services at general 
headquarters in Mesopotamia. He was mentioned eight 
times in dispatches, awarded the D.S.O. in 1916, 
appointed C.LE. in 1919, and C.B.E. in 1921. He was 
also appointed a Chevalier of the Corona d'Italia. 
Although the war in Europe ended in 1918, Hamilton 
saw further service in Kurdistan, Persia, and on the 
North-West Frontier. He officiated as A.D.M.S. in the 
Secunderabad, Waziristan, Pindi, and Bombay districts, 
and in 1935 was appointed Assistant Director of Medical 
Services of the Meerut District. From 1936 to 1940 he 
was Deputy Director of Medical Services of the 
Northern Command in India and from then until he 
retired in 1941 was Director of Medical Services of the 
Indian Army. From 1935 to 1941 he was an Honorary 
Physician to the King. He was appointed C.B. in 1937. 

Hamilton was an all-round athlete. He played Rugby 
football for Tonbridge, Bart’s, Blackheath, and Middle- 
sex ; cricket for Tonbridge, Bart’s, Netley, and the Sir- 
hind Brigade ; and he became the open tennis champion 
of Iraq in 1922. 


MARCUS MAMOURIAN, M.B., F.R.C.S,Ed. 


Mr. Marcus Mamourian, formerly consultant surgeon to 
the District Infirmary, Ashton-under-Lyne, died in St. 
Stephen’s Hospital, Kensington, on October 14 at the 
age of 77. 

Marcus Mamourian graduated M.B., Ch.B. from 
Edinburgh University in 1904, and, after holding resident 
appointments at Macclesfield and Bury infirmaries, was 
appointed resident surgical officer at the Ashton 
Infirmary. He decided to settle at Ashton-under-Lyne in 
1907 and was made assistant surgeon at the infirmary in 
1910, the year in which he obtained the F.R.C.S.Ed., and 
full surgeon in 1915. During the first world war he was 
surgeon to the military wing of the infirmary and to the 
military hospital at Ladysmith barracks. He soon built 
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up a large surgical practice in the Ashton area, in spite 
of the fact that the hospital is only eight miles from 
Manchester Royal Infirmary. He was an erudite and 
scholarly man, with an extensive knowledge of lan- 
guages, and he made frequent visits to surgical clinics in 
Europe and America. For his patients and friends he 
had a deep affection and was an amusing raconteur. At 
meetings of medical societies he was always ready to 
make a forthright and balanced contribution to the dis- 
cussion. A member of the British Medical Associa- 
tion for forty-five years, he was honorary secretary of the 
Ashton-under-Lyne Division from 1913 to 1922 and 
again in 1930-1, and was chairman of the Division in 
1923-4. Among the subjects on which he wrote papers 
were thyrotoxicosis, papilloedema, varicose veins, appen- 
dicectomy, and orchidopexy. Even in old age he was 
active and energetic, and at the age of 70 could still 
play an excellent game of tennis. When the National 
Health Service was introduced in 1948 Mr. Mamourian 
remained on the staff of the infirmary for a short time 
and then decided to give up his extensive surgical prac- 
tice and retire to London, where his home became the 
meeting-ground of his friends and former colleagues 
and where he and his wife were always happy to greet 
visitors with warm friendliness and hospitality. He was 
greatly missed when he left Ashton, for his kindliness 
was well known, and many of his colleagues were grate- 
ful recipients of his timely help and advice. He is sur- 
vived by his widow, who nursed him with devotion 
during his last illness and to whom our sympathy is 
extended. 


KENNETH B.. TURNER, M.D. 


Dr. Kenneth B. Turner, associate professor of clinical 
medicine at the College of Physicians and Surgeons, 
Columbia University, died at his home in New York on 
October 9 at the age of 54. 

Kenneth Burlen Turner was born in Lynchburg, 
Virginia, and graduated in medicine at Harvard Univer- 
sity in 1926. After holding an internship at the 
Presbyterian Hospital in New York, he was appointed 
to the staff of that hospital as assistant physician in 1928, 
and for the past few years he had been director of the 
cardiological department there. His first teaching 
appointment at the College of Physicians and Surgeons, 
Columbia University, was that of assistant in medicine 
in 1928, and he had been associate professor of clinical 
medicine at the College since 1949, 

During the second world war Dr. Turner served from 
1942 to 1943 as liaison officer in London for the Com- 
mittee on Medical Research of the Office of Scientific 
Research and Development. The quietly efficient way 
in which he undertook this work made things easier for 
his successors, and he made many friends in Britain. 
On his return to the United States he was appointed 
chief of the Record Section of the Committee on 
Medical Research, and he had been a civilian consultant 
in internal medicine to the Surgeon General since 1947. 
In 1948 he was awarded the Presidential Certificate of 
Merit. As a cardiologist he was particularly interested 
in arteriosclerosis and he had published work on chol- 
esterol metabolism. 


T. J. MACKIE, C.B.E., M.D., LL.D., M.R.C.P.Ed. 
D.P.H. 

Professor ALEXANDER Happow writes: It was a fortu- 

nate chance which led me, shortly after graduation in 

medicine at Edinburgh in 1929, to work in the depart- 


a 


ment of bacteriology there, where T. J. Mackie (whose 
obituary was printed in the Journal of October 15, p. 973) 
was still engaged upon his studies of natural immunity in the 
active and happy laboratory of which he was the head. 
Among many advantages aver a period of some years, not 
least was the opportunity which this experience gave of 
coming to know “T.J.,” not only as a teacher and chief 
but also as a friend, and of appreciating many aspects of his 
character and interests, less evident to the world at large on 
account of a certain reserve which was part of his charm. 

His great ability as an administrator was reflected in the 
excellence of the arrangements in the whole of the depart- 
ment, and he consistently set the very highest standards of 
bacteriological procedure, whether in routine diagnosis, jp 
teaching, or in research. Yet beyond all this one gradually 
came to sense his profounder and wider interests in biology 
as a whole, and especially in those problems of variation 
towards the elucidation of which he felt—rightly, as the 
later growth of bacterial genetics has abundantly shown— 
that general bacteriology could contribute so much. In 
keeping was a real concern with the cancer problem and 
with questions of tumour immunology. Such purposes he 
furthered not so much directly as by virtue of the help and 
encouragement he gave to others, through a combination 
of wise and kindly guidance on the one hand, with ample 
freedom in research on the other. All who had the privilege 
of working with him, or were in any way associated with the 
school of which he was later the dean and for which he 
laboured so well, will hold his memory in lasting and 
grateful affection. 


Dr. A. W. T. WxttwortH died at his home in Sheffield on 
September 27 at the age of 72. Born on February 19, 1883, 
Arthur William Thirkell Whitworth graduated M.B., Ch.B. 
from the Victoria University of Manchester in 1906. He 
then held appointments at the Manchester Northern Hos- 
pital, St. Mary’s Hospital, Manchester, Stockport Infirmary, 
and the Guest Hospital, Dudley, before entering general 
practice at Levenshulme, Manchester. After serving in 
France as a captain in the R.A.M.C. in the first world war he 
was in practice at Wilmslow, Cheshire, before joining the 
staff of the Ministry of Health. 


Dr. J. ApaMs writes : For the past 23 years Dr. Whit- 
worth worked as a regional medical officer under the Minis- 
try of Health at Sheffield, where he earned the respect and 
high regard of all his colleagues. His high intelligence and 
natural charm were allied to an ever-present kindness and 
consideration for the feelings of others, qualities so neces- 
sary for his work as regional medical officer. Shy and 
retiring by nature, he will be greatly missed by those who 
worked with him. Our sympathy goes to his widow. 


Dr. C. B. Heatp writes: Although as a practitioner of 
homoeopathy Dr. W. E. Boyp (whose obituary was pub- 
lished in the Journal of September 24, p. 796) would be 
considered by many as a follower of false reasoning, he 
was in his life essentially a searcher after basic truths. The 
great question he posed to himself early in his career was, 
“Is homoeopathy the real and true basic science of medi- 
cine?” If. it was, he thought, it must be susceptible of 
such visible and definite proof that all the sceptics would 
be compelled to accept its principles. To this end he devoted 
his life with a singleness of purpose and sustained effort that 
deserved the fullest success. It was a stimulating experi- 
ence to spend a few hours with him in his laboratory and 
watch him demonstrating his latest experiment. His com- 
plete integrity and sincerity were obvious. His careful assess- 
ment of weaknesses in his technique and their elimination 
showed how untiring was his concentration on his researches. 
His knowledge of electronics and electronic advances and 
devices was such that his papers were readily accepted in 
the best technical journals. His home and his family were 
illuminated and inspired by the spirit and zeal of this friend 
of the sick and distressed. 
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ALLEGED SMOKE NUISANCE FROM RAILWAY 
Case Dismissed 
The summonses for alleged smoke nuisance by railway 


engines at Camden Town, London, brought by Dr. D. H.: 


Geffen and Mr. E. Winchester Journal, October 15, p. 975) 
were dismissed by the magistrate, Mr. F. Powell, on Octo- 
ber 20 without order as to costs.'. Mr. Powell described the 
situation in which the public were prosecuting the public 
and the public would have to pay any fine which might be 
imposed as “ Gilbertian.” He found that the law did not 
require that all the smoke should be consumed, but only as 
much as was practicable ; engines were not constructed to 
consume every whiff. 

Giving evidence, Dr. Geffen claimed that the condition 
of smoke was “making the lives of the people in the 
neighbourhood a veritable hell.” Asked whether he had 
found out whether it was practicable to raise steam in 
a locomotive without making smoke, he replied he did 
not think that was the duty of an M.O.H. He considered 
the smoke was more than was “reasonably practicable.” 
Mr. A. R. A. Beldam, for the Commission, pointed out 
with regard to the fourth summons, in which the Com- 
mission pleaded guilty, that by the time Mr. Winchester 
reached the engine a foreman had already complained to 
the driver, who was later suspended for a day or two. 
Mr. Powell said he was glad the British Transport Com- 
mission took disciplinary steps to ensure regulations were 
enforced. 


ABORTION LAW 
Magistrates Want Changes 


At their meeting in London last week the Magistrates’ 
Association voted by 189 to 148 in favour of a resolution 
advocating changes in the law of abortion. The main pur- 
port of the resolution was, first, that no registered medical 
practitioner acting in good faith would be found guilty of 
an offence when terminating pregnancy to preserve the life 
of the mother, and, secondly, that therapeutic abortion may 
be permitted if there is a grave risk of the child being born 
mentally or grossly physically defective. The adopted 
resolution recommends that the required change of law 
should be obtained by adding to s. 58 of the Offences 
Against the Persons Act, 1861, the following proviso : 


“ Provided that: 


(a) no registered. medical practitioner shall be found guilty 
of an offence under this section unless it is proved that the act 
charged was not done in good faith for the purpose of preserving 
the life of the mother ; 


(5) no registered medical practitioner who acts with the con- 
curring opinion of a second registered medical practitioner shall 
be found guilty of an offence under this section unless it is 
proved that the act charged was not done in good faith: 


: (i) for the purpose of preventing serious injury to the mother 
in body or health, or 

(ii) in the belief that there was grave risk of the child being 
born grossly deformed or lacking normal physical or mental 
faculties or incapable of normal physical or mental develop- 
ment. 


The proviso is substantially the same as.that recently advo- 
cated by the Abortion Law Reform Association. It is 
narrower in scope than the alterations embodied in the bill 
introduced into the House of Lords by Lord Amulree on 
January 26, 1954, which was withdrawn. 





‘The Manchester Guardian, October 21, 1955. 





UNIVERSITY OF CAMBRIDGE 


Dr. E. H. R. Ford has been appointed a University Demonstrator 
in the Department of Anatomy and Dr. H. Middleton a Univer- 
sity Demonstrator in the Department of Pathology, both with 
tenure from October 1, 1955, for three years. 


UNIVERSITY OF DURHAM 


In Congregation on September 24 the Diploma in Psychological 
Medicine was awarded to Josephine Rutter and Margaret R. 
Walley. 


UNIVERSITY OF LONDON 


The following have been appointed or reappointed as repre- 
sentatives of the University on the governing bodies of the insti- 
tutions indicated in parentheses: Sir Archibald Gray and Dr. 
C. F. Harris (British Postgraduate Medical Federation); Sir 
James Paterson Ross and Dr. J. Forest Smith (Guy’s Hospital 
Medical School); Dr. M. I. A. Hunter and Dr. Katharine Lloyd- 
Williams (Royal Dental Hospital of London School of Dental 
Surgery); Mr. E. G. Slesinger and Professor J. Z. Young, F.R.S. 
(St. George’s Hospital Medical School); Professor W. C. W. 
Nixon (St. Mary’s Hospital Medical School); Professor R. Hare 
(St. Mary’s Hospital Medical School, Wright-Fleming Institute) : 
Mr. J. P. Hedley (St. Thomas’s Hospital Medical School); and 
Sir Charles Harington, F.R.S., and Sir Archibald Gray (Uni- 
versity College Hospital Medical School). 

The following have been| recognized as teachers of the Uni- 
versity in the subjects indicated in parentheses: St. Thomas's 
Hospital Medical School, Mr. F. B. Cockett (Surgery); Dr. 
Raymond Daley (Medicine); Dr. B. D. R. Wilson (Children’s 
Diseases); Dr. R. R. McSwiney (Pathology). Charing Cross 
Hospital Medical School, Dr. T. W. Glenister and Mr. P. A. 
Ring (Anatomy); Dr. S. J. R. Reynolds (Radiology); Dr. A. J. 
Smith (Anaesthetics). Westminster Medical School, Mr. K. L. 
James (Surgery). St. Mary’s Hospital Medical School, Dr. C. A. 
Young (Medicine). Guy’s Hospital Medical School, Mr. R. H. F. 
Brain (Surgery). Institute of Orthopaedics, Mr. J. A. Cholmeley, 
Mr. A. T. Fripp, Mr. J. I. P. James, and Mr. K. I. Nissen 
(Orthopaedics); Dr. F. H. Stevenson (Medicine). St. George’s 
Hospital Medical School, Dr. S. R. T. Headley (Anaesthetics) ; 
Dr. A. G. Leatham (Medicine). Middlesex Hospital Medical 
School, Dr. Walter Somerville (Cardiology); Dr. J. H. Green 
(Physiology). London Hospital Medical College, Dr. Harry 
Harris (Biochemistry). Probationary recognition as a teacher of 
bacteriology at the London School of Hygiene and Tropical 
Medicine has been granted to Dr. Elinor W. McCloy for two 
years from July, 1955. 

The Laura de Saliceto Studentship for cancer research, 
awarded to Dr. H. J. G. Bloom for the sessions 1953-4 and 
1954-5, has been renewed for the session 1955-6. 


UNIVERSITY OF BIRMINGHAM 


The following titles have been conferred: Reader in Pathology, 
Dr. D. B. Brewer; University Clinical Lecturers, Dr. W. Trevor 
Cooke (Medicine), Dr. J. M. Jefferson (Neurology), Mr. D. M. 
Morrissey and Mr. V. S. Brookes (Surgery), Dr. J. N. M. 
Chalmers (Clinical Pathology), Dr. P. B. Kunkler (Radiotherapy) ; 
Clinical Tutor in Infectious Diseases, Dr. F. L. Ker. 

The following appointments are announced: First Assistant 
to the Chair of Paediatrics and Child Health, Dr. O. H. Wolff; 
Lecturer in Paediatrics and Child Health, Dr. B. D. Bower; 
Lecturer in Medicine, Dr. J. M. Bishop; Temporary Lecturer 
in Surgery, Mr. G. S. M. Botha; Research Fellow in Experimental 
Pathology, Dr. D. S. Rowe; Research Assistant in Paediatrics and 
Child Health, Dr. Mary M. Weeks. 

Emeritus Professor W. H. Wynn retired from the post of 
Director of the Board of Graduate Studies on September 30, 1955. 

Dr. J. W. Gerrard has resigned the post of First Assistant to 
the Chair of Paediatrics and Child Health on his appointment to 
the new Chair of Paediatrics in the University of Saskatchewan, 
and Dr. Constance Ross the post of University Research Fellow 
in Paediatrics and Child Health. 
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INFECTIOUS DISEASES AND VITAL STATISTICS 


Summary for British Isles for week ending. October 8 
(No. 40) and corresponding week 1954. 


Figures of cases are for the countries shown and London qdministrative 
county. Figures of deaths and births are for the 160 great towns in 
England and Wales (London included), London administrative county, the 
17 principal towns in Scotland, the 10 principal towns in Northern Ireland, 
and the 14 principal towns in Eire. 

A blank space denotes disease not notifiable or no return available. 

The table is based on information supplied by the Registrars-General of 
England and Wales, Scotland, N. Ireland, and Eire, the Ministry of Health 
and Local Government of N. Ireland, and the Department of Health of Eire. 
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Paralytic 6 * } 
Non-paralytic ©: | 164) 31 5 8 FH 27) ott 3 2 
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* Measles not notifiable in Scotland, whence returns are approximate. 
t Includes primary and influenzal pneumonia. 
§ Includes puerperal pyrexia. 
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Poliomyelitis 


In the week ending October 15 the number of cases of 
acute poliomyelitis in England and Wales increased over the 
previous week’s figure by 16. The figures for the week (with 
those for the previous week in parentheses) were : paralytic 
189 (186), non-paralytic 177 (164), total 366 (350). Deaths 
in the great towns numbered 5. Notifications from the 
beginning of the year up to October 15 numbered 5,354, Ip 
1947 and 1950, the only two years in which they have been 
more numerous, they numbered 7,459 and 7,026 respectively, 

The incidence of the disease increased in the northern, 
eastern, London and south-eastern, southern, midland, north- 
western regions, and in Wales. It decreased in the north 
midland and south-western regions, and in the East and 
West Ridings of Yorkshire. The following districts have 
had particularly high rates to date (figures are for cases 
notified up to October 15, with rates per 100,000 population 
in parentheses) : Mexborough U.D. 21 (110.4), Barnsley C.B, 
78 (104.2), Willesden M.B. 165 (93.1), Hoyland Nether U_D, 
13 (81.9), Cheshunt U.D. 19 (74.9), Wombwell U.D. 13 (69.2), 
Aylesbury M.B. 13 (61.3), Clacton U.D. 14 (58.1). 

In Scotland 448 cases were notified, 8 more than in the 
previous week. 27 of them were reported from ‘Glasgow, 
7 more than in the previous week. 


England and Wales in Third Quarter 


Live births numbered 166,584, giving a rate of 14.9 per 
1,000 population. Rates for the third quarters of 1954 and 
1953 were 15.0 and 15.6 respectively. The deaths numbered 
101,647, giving a rate of 9.1 per 1,000 population. The rates 
for the third quarters of 1954 and 1953 were 9.3 and 8.9 
respectively. The infant mortality rate was 21.6 per 1,000 
related live births, and the stillbirth rate 22.9 per 1,000 live 
and stillbirths —Registrar-General’s Week!y Return No. 41, 
1955 (H.M.S.O., Is.). 


Week Ending October 15 


The notifications of infectious diseases in England and 
Wales during the week included : scarlet fever 729, whoop- 
ing-cough 817, diphtheria 8, measles 1,750, acute pneumonia 
310, acute poliomyelitis 366, dysentery 577, paratyphoid 
fever 26, and typhoid fever 3. 


Infectious Diseases 


The largest variations in the number of notifications of infec- 
tious diseases in England and Wales during the week ending 
October 8 were increases of 170 for measles, from 1,227 to 
1,397, 116 for scarlet fever, from 550 té 666, and 48 for 
dysentery, from 427 to 475, and decreases of 191 for whoop- 
ing-cough, from 993 to 802, 31 for food-poisoning, from 
325 to 294, and 37 for acute poliomyelitis, from 387 to 350. 

The largest increase in the incidence of measles was 44 in 
Glamorganshire, from 143 to 187. Almost one-quarter of 
the cases of measles were notified in Wales. The largest 
fluctuation in the trends of scarlet fever was a rise of 64 in 
Lancashire, from 106 to 170. 6 cases of diphtheria were 
notified, being 4 fewer than in the preceding week. 2 more 
cases of diphtheria were notified from the outbreak in 
Plymouth C.B. The largest falls in the number of notifica- 
tions of whooping-cough were 56 in Warwickshire, from 87 
to 31, and 39 in Lancashire, from 113 to 74. 

41 cases of paratyphoid fever were notified, being 4 fewer 
than in the preceding week. 7 more cases were notified 
from the outbreak in Nottinghamshire, making a total of 
170 cases in the past five weeks. The largest of the new 
outbreaks during the week was 10 cases in Durham R.D. 

The largest returns of dysentery were Lancashire 107 
(Liverpool C.B. 22, Stretford M.B. 15, Oldham C.B. 11, 
Haslingden M.B. 9), Yorkshire West Riding 82 (Leeds C.B. 
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44, Huddersfield C.B. 21), London 51 (St. Pancras 10), Dur- 
ham 27 (South Shields C.B. 15), Middlesex 23, and Stafford- 
shire 20 (Stoke-on-Trent C.B. 9). 


Graphs of Infectious Diseases 


The graphs below show the uncorrected numbers of cases 
of certain diseases notified weekly in England and Wales. 
Highest and lowest figures reported in each week during the 
nine years 1946-54 are shown thus ------ , the figures for 
1955 thus Except for the curves showing notifica- 
tions in 1955, the graphs were prepared at the Department 
of Medical Statistics and Epidemiology, London School of 
Hygiene and Tropical Medicine. 









Scotland in Second Quarter 


The birth rate for the second quarter of 1955 was 18.7 
per 1,000 population, being 0.2 lower than the rate for the 
corresponding quarter of 1954. The infant mortality rate 
was 29 per 1,000 registered live births ; this was 1 below the 
rate for the second quarter of 1954 and 4 below the average 
of the five preceding June quarters. Stillbirths were 23 per 
1,000 total births, being 2 below the rate for the correspond- 
ing quarter of 1954 and the lowest rate ever recorded for 
any quarter. The death rate from all causes was 11.7 per 
1,000 population; this was 0.2 -higher than in the June 
quarter of 1954 and 0.2 higher than the average of the five 
preceding second quarters. A total of 258 deaths were 
ascribed to all forms of tuberculosis. The death rate from 
respiratory tuberculosis was 17 per 100,000 and 3 from other 
forms of tuberculosis ; these rates were, respectively, 1 below 
and 1 above the rate for the June quarter of 1954 but 12 
and 2 below the average rates for the five preceding second 
quarters. 48 deaths were attributed to the principal epidemic 
diseases ; these were 31 from influenza, 8 from meningo- 
coccal infections, 5 from measles, and 4 from whoeping- - 
cough. Deaths from violence numbered 725, an increase of 
106 compared with the preceding-June quarter. The deaths 
from road accidents were 147, an increase of 24 compared 
with the second quarter of 1954. 
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Medical News 








Dr. Albert Schweitzer, O.M.—Last week Dr. ALBERT 
SCHWEITZER, the 80-year-old Alsatian medical missionary, 
musician, theologian, and Nobel Prize winner, came to 
London to receive at the hands of THE QUEEN the insignia 
of the Order of Merit. The conferment of the Order is 
within the sovereign’s sole gift, and when on October 19 
Dr. Schweitzer was invested at Buckingham Palace he 
became the Order’s second living honorary member, the 
other being President Eisenhower. The medical profession 
has been quick ‘to take advantage of Dr. Schweitzer’s pre- 
sence in London to show its esteem for him. On Octo- 
ber 15 the president of the Royal Society of Medicine, Sir 
WILLIAM GILLIATT, at a general meeting of fellows, admitted 
Dr. Schweitzer as an honorary fellow of the Society. A 
similar honour was conferred by the Royal Society of Tropi- 
cal Medicine and Hygiene on October 20 at its inaugural 
meeting of the session, when Professor R. M. GORDON, the ~ 
president, welcomed Dr. Schweitzer to the honorary fellow- 
ship. The President of the Royal College of Physicians of 
London, Sir RUSSELL BRAIN, entertained Dr. Schweitzer to 
tea at the College after the Harveian Oration. But admira- 
tion for Dr. Schweitzer and his work at Lambaréné, in 
French Equatorial Africa, extends far beyond our profes- 
sion. During his stay he was the guest of the PRIME 
MINISTER at 10, Downing Street, and last Saturday Cam- 
bridge University made him- an honorary Doctor of Laws. 
As the public orator there put it, Dr. Schweitzer could cer- 
tainly have attained the highest honours in the academic 
world had he not preferred to follow the call of his Lord, 
who bade his disciples heal the sick, cleanse the lepers, and 
freely give as they had freely received. Dr. Schweitzer 
returns to his hospital in Africa in December. 


Royal College of Surgeons of Edinburgh.—At the annual 
meeting of the College on October 19, Professor WALTER 
MERCER was re-elected president, and Professor R. C. 
ALEXANDER and Mr. JoHN BRUCE were re-elected vice- 
presidents. The College honoured the Speaker of the House 
of Commons, Mr. W. S. Morrison, who is a graduate of 
Edinburgh University, by admitting him to the honorary. 
fellowship. 


Poplar Hospital Centenary.—The centenary of Poplar 
Hospital, which was founded in 1855 by some Blackwall 
shipowners to meet the need for speedy treatment of the 
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many serious accidents occurring in the London dock area, 
was celebrated on October 19. The principal guest at a 
luncheon was the Minister of Health, who afterwards pre- 
sented prizes awarded to the nurses of the hospital. 
Mr. MAcLeEop confined his remarks to the subject of nursing. 
Lord RitcHte or DuNpDeE, chairman of the hospital manage- 
ment committee, presided over the brief proceedings, and 
thanks to the Minister were voiced by Mr. W. H. Simmons, 
chairman of the house committee. The hospital, which is 
part of the Bow Group, last year treated 2,742 in-patients 
in its 120 beds, and 31,000 out-patients. In 1941 it sustained 
heavy war damage, and the committee authorized an archi- 
tect to draw up plans for an entire rebuilding of the hospital. 
It is hoped that the plans will result in a new Poplar Hospital 
on the site in the not distant future. 


Epsom District Hospital.—The new out-patient department 
of Epsom District Hospital, here illustrated, was opened by 
PRINCESS MARGARET On October 20. She was welcomed by 
the Lord Lieutenant of Surrey, the Mayor of Epsom, and the 
chairmen of the regional board and of the hospital manage- 
ment committee. After declaring the department open and 











unveiling a commemorative plaque, the Princess toured the 
department and visited three wards in the hospital. The 
new building comprises seven consulting-rooms, a casualty 
department, dispensary, x-ray department, chest clinic, patho- 
logical laboratory, physiotherapy department, almoners’ 


department, Group offices, and board-room. In addition, 
there is an attractive circular waiting-room, with a tea bar 
adjoining it. 

West End Hospital of Neurology and Neurosurgery.— 
During the war the hospital’s buildings suffered serious 
damage, but now it has been reopened in the building form- 
erly occupied by the Lock Hospital at 91, Dean Street, 
London, W.1 (Tel. Gerrard 3703). The hospital has 35 beds, 
and out-patient clinics are held daily from Monday to 
Friday ; the neurological clinics are at 2 p.m., the others 
at special times ; the neurosurgical clinics are chiefly held 
on Tuesday mornings. The staff are also giving courses 
of lecture-demonstrations. At a dinner on October 7 cele- 
- brating the reopening of the hospital, Dr. T. ROWLAND 
Hut, chairman of the medical committee, presided. The 
guests included Lord BRUNTISFIELD, patron of the hospital, 
Sir Russert Brain, P.R.C.P., and Sir Ernest Gowers. 
Sir Russell, proposing the toast of the hospital, emphasized 
the advantage of having special hospitals as well as special 
departments of general hospitals. The special department 
had the advantage of bringing the specialty into close rela- 
tionship with general medicine, but the special hospital 
allowed interplay between many minds occupied with dif- 
ferent aspects of a subject. He stressed the lack of sufficient 
neurologists. There was also the unhappy group of trained 
and experienced neurologists who could not get the con- 
sultant work which needed to be done. Coupling the toast 
with the name of Dr. Rowland Hill, he spoke warmly of 
Dr. Hill’s courage and clarity in the Central Consultants 
and Specialists Committee and the Joint Consultants Com- 
mittee. In his reply Dr. Hill said there were hopes that a 
long-stay unit would be acquired soon for neurological 
patients. Mr. Georrrey KNiGHT proposed the toast of the 
guests, and Lord BRUNTISFIELD replied. 


a 
Dr. Harold Waller Memorial Unit.—Sir 

HOLLAND opened a unit at the British Hospital fo, 
Mothers and Babies, Woolwich, on October 20 in 
of the late Dr. Harold Waller, paediatrician at the hospitaj 
from i913 until his retirement in 1950. The unit, consig.. 
ing of a flat of two bed-sitting rooms, bathroom, and guy 
balcony, is for mothers and their babies, from any district, 
with feeding or management difficulties needing specigj 
supervision. The cost of the unit—£2,500—was met from 
a voluntary fund launched on Dr. Waller’s retirement to 
commemorate his life and work. 


Baly Medal.—The biennial Baly Medal of the Royal 
College of Physicians of London, for distinction in physio 
logy, was presented to Professor A. L. Hopckin, F, 
research professor of the Royal Society, after the Harveiay 
Oration on October 18. The award is for his work on the 
initiation and conduction of nerve impulses. According to 
the citation, Professor Hodgkin’s school has shown that the 
electrical changes in a nerve following stimulation are due 
to shifts of sodium and potassium across the nerve fibre’s 
membrane. 


Association of Clinical Pathologists——The 55th annual 
meeting of the Association of Clinical Pathologists at the 
Royal College of Surgeons, Lincoln’s Inn Fields, included a 
3-day scientific session concluding on October 1. Apart from 
individual contributions, there were symposia on “ Complica- 
tions and Failures of Drug Therapy” and “ Pituitary- 
Adrenal Syndromes.” The Panton memorial lecture was 
delivered by Professor S. P. BEDSON, F.R.S., his subject being 
viral multiplication and the chemotherapy of viral infections, 
Dr. J. G. GREENFIELD discussed encephalomyelitis in his 
Foundation lecture. 


Professor T. K. Monro 90.—Professor T. K. Monro, 
Emeritus Regius Professor of Practice of Medi¢ine in the 
University of Glasgow, was 90 on September 6, 1955, and 
we are glad to add our congratulations and good wishes to 
those he has received from his colleagues in the medical 
profession. In dedicating the September issue of the 
Glasgow Medical Journal to Professor Monro, the Royal 
Medico-Chirurgical Society of Glasgow honours him as a 
former senior editor of that journal and “as a great physi- 
cian and a distinguished man of letters.” Professor Monro’s 
interests have always been widespread, and when he had to 
curtail his professional activities he had more time to devote 
to books and bibliographical research. He is an authority 
on Sir Thomas Browne, and in 1933 published a remarkably 
informative and interesting book entitled The Physician as 
Man of Letters, Science, and Action. In recent years he has 
been able to enlarge and revise this book, and he saw a 
second edition through the press in 1951. His success in 
these literary pursuits will not have surprised his old students, 
who will be glad to know that Professor Monro is in good 
health and as eager as ever to discuss the progress of 
medicine. 

Rockefeller Grants to Cambridge University.—The Vice 
chancellor announces that the Rockefeller Foundation has 
agreed to provide $25,000 for an ultracentrifuge for research 
on the chemistry of biologically important molecules, and a 
grant of $40,000 for research on the x-ray crystallography of 
proteins. 


Lord Malvern (the former Sir Godfrey Huggins, F.R.C.S), 
Prime Minister of the Federation of Rhodesia and Nyasa 
land, in London for the opening of Parliament, was the 
guest of Sir ANTHONY EDEN at a dinner party at 10, Downing 
Street on October 24. 

Mr. Charles Evans, F.R.C.S., has been awarded the 
Livingstone Medal of the Royal Scottish Geographical 
Society in recognition of his outstanding leadership of the 
1955 Kangchenjunga expedition. 

The Seciety of Medical Officers of Health has decided to 
appoint a medical secretary (part-time). Details of the ap- 
pointment appear in our advertisement columns (p. 43) this 
week. ? 
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COMING EVENTS 


Nottingham Medico-Chirurgical Society.—Fortnightly 
scientific meetings are held on alternate Wednesdays (the 
next on November 2) during the winter session at 64, 
St James’s Street, Nottingham, usually at 8.30 p.m. Details 
from Dr. J. B. COCHRANE, 36, The Ropewalk, Nottingham. 


Semon Lecture.—LorD ApRIAN, O.M., P.R.S., will lecture 
at the Royal Society of Medicine on November 3 at 5 p.m. 
on “The Action of the Mammalian Olfactory Organ.” 


Institute of Dermatology.—Semi-permanent exhibition on 
“Occupational Markings,” November 3-24. 


St. John Ambulance Brigade.—Surgeons’ Conference at 
the De Vere Hotel, London, W.8, on November 5 and 6. 
Details from the Grand Priory, 10, Grosvenor Crescent, 
London, S.W.1. 

NEW ISSUES 


British Journal of Ophthalmology.—The new issue (Vol. 39, 
No. 10) is now available. The contents include: 


Tue ¥ Ray AND RaDIUM PHOSPHENES. Leo E. Lipetz. 

PROBLEM OF ORBITAL 'MPLANTS AFTER ENUCLEATION, H. Arruga. 

CENTRAL SEROUS RETINOPATHY. George Bennett. 

ErFect OF “* MYANESIN *’ ON INTRA-OCULAR Pressure. R. Sysi. 

MYANESIN ELrxir IN 150 Cases OF CaTarRaCr ExTRACTION. P. Avasthy. 

SrupIes ON DEVELOPING RETINAL VESSELS. III. ROLE OF SYMPATHETIC 
INNERVATION IN OXYGEN VASO-OBLITERATION. Charles Cook and 
Norman Ashton. 

Case Notes: TEMPORARY CATARACTS IN DiaBETES MELLITUs. R. C. Jackson. 
An Unusual Foreicn Bopy. Doris Rose. 
CONGENITAL ANOMALY OF OPTIC NERVE WITH FYELD Derects. E. S. 

Perkins. 
A Cross-ARMED REVERSIBLE SCREEN STEREOSCOPE. A. C. Hudson. 


Issued monthly; annual subscription £4 4s.; single copy 
8s. 6d.; obtainable from the Publishing Manager, B.M.A. House, 
Tavistock Square, London, W.C.1. 


‘ SOCIETIES AND LECTURES 


A fee is charged or a ticket is required for attending lectures marked @. 
Application should be made first to the institution concerned. 


Monday, October 31 


INSTITUTE OF PsycHtaTRY.—5.30 p.m., Dr. E. Stengel: postgraduate lecture- 
demonstration. 

Lrverpoo. UNiversity.—At Arts Theatre, 5.30 p.m., Sherrington oe 
by Sir Henry Cohen: Sir Charles Scott Sherrington, O.M., G.B.E., 
F.R.S. (1857-1952): Physiologist, Philosopher, Poet. 


Tuesday, November 1 


British POSTGRADUATE MEDICAL FEDERATION.—At London School of 
Hygiene and Tropical Medicine, 5.30 p.m., Professor M. M. Swann: 
Physiology of Mitosis. 

INSTITUTE OF DERMATOLOGY.—5.30 p.m., Professor C. A. Keele: Physiology 
of Sweating. 

@iNstrTuTE oF NEuROLOGY.—S5.30 p.m., Dr. J. St. C. Elkington: Migraine. 

LonpON UNIVERSITY.—At Royal College of Surgeons of England, 5 p.m., 
Mr. J. G. Sandrey: Urethral Obstruction in the Adult Male. 

@Oxrorp University Mepicat Soctety.—At Radcliffe Infirmary, 8.15 p.m., 
Professor Ian Aird: Conjoined Twins (and a film). 

Royat Army Mepicat CoLLeGce.—S5 p.m., Mr. P. M. Gunning: The British 
Murderer. 

RoyaL COLLEGE OF SURGEONS OF ENGLAND.—S5 p.m., Urology Lecture by 
Mr. J. G. Sandrey: Urethral Obstruction in the Adult Male 

St. Mary’s Hospital MepicaL ScuHoo..—At Wright-Fleming Theatre, 
5 p.m., Dr. L. Steingold: Anaemia During Pregnancy, Labour, and the 
Puerperium. 

Society OF APOTHECARIES OF LONDON.—4.30 p.m., Dr. B. E. Schlesinger: 
Modern Advances in Paediatrics ; 5.45 p.m., Mr. D. J. Browne: Surgical 
Aspect of Paediatrics. 

Universiry COLLEGE Lonpon.—At Anatomy Theatre, 1.15 p.m., Dr. 
Hannah Steinberg, Ph.D.: Drugs and Psychological Time. 

West END HospiTAL FOR NEUROLOGY AND NEUROSURGERY.—5.30 p.m., 
Mr. I. R. McCaul: Surgical Aspects of Subarachnoid Haemorrhage. 


Wednesday, November 2 
EpinsurGu Cuinicat Cius.—At Astley Ainslie Hospital, 4 p.m., clinical 
meeting conducted by Lieutenant-Colonel John Fraser. 


INSTITUTE OF DERMATOLOGY.—5.30 p.m., Dr. R. W. Riddell: Pathogenesis 
of Tinea Capitis. 


INSTITUTE OF DISEASES OF THE CHEST.—-5 p.m., Dr. J. C. Hoyle: Spon-, 


taneous Pneumothorax. 

. or UroLocy.—4.30 for 5 p.m., Mr. J. D. Fergusson: Prostatic 

neer. 

Liverroo. Universiry.—At Arts Theatre, 5.30 p.m., Sherrington Lecture 
by Sir Henry Cohen: Sir Charles Scott Sherrington, O.M., G.B.E., M.D., 
F.R.S. (1857-1952): Physiologist, Philosopher, Poet. 

MANCHESTER MEDICAL SocieTy.—At Manchester University, 4.30 p.m., 
Section of Medicine, Dr. S. P. Meadows: Clinical Aspects of Optic 
Nerve Compression. 

MIDLAND MEDICAL SocieTy.—At Birmingham Medical Institute, 8.15 p.m., 
Sir Geoffrey Jefferson, F.R.S.: Sleep and Stupor. 

POSTGRADUATE MEDICAL SCHOOL oF Lonpon.—2 p.m., Dr. J. D. N. 

Nabarro: Diabetes and Carbohydrate Metabolism. 

@Royat Facurty oF PuysiciaNs AND SURGEONS OF GLASGOW.—S5 p.m., 
Mr. R. B. Wright: Peripheral Vascular Disease: The Veins. 

RoyaL INsTITUTE OF PuBLIC HEALTH AND HyYGIENE.—3.30 p.m., Professor 
F. R. G. Heaf: Tuberculosis in Geriatrics (Illustrated). 

St. MaRryYLesonNE HospPITaL FOR PSYCHIATRY AND CHILD GUIDANCE.— 

5.30 p.m., Dr. R. D. Newton: Organic Pathology and Mental Disease. 











Thursday, November 3 


British POSTGRADUATE MEDICAL FEDERATION.—At London School of Hygiene 
and Tropical Medicine, 5.30 p.m., Dr. H. G. Davies: Use of the Inter- 
ference Microscope in Biological Research. 

CoLitece oF (GENERAL PRACTITIONERS.—At Worcester Royal Infirmary, 
3.30 p.m., Dr. R. J. F. H. Pinsent: Prevention in Practice. 

FACULTY OF ANAESTHETISTS: ROYAL COLLEGE OF SURGEONS OF ENGLAND.— 
3.30 p.m., Frederic Hewitt Lecture by Dr. M. H. Armstrong Davison: 
Ut non Percipiatur Dolor. 

INSTITUTE OF DISEASES OF THE CHeEST.—3.30 p.m., Dr. F. H. Young: 
Pathogenesis of Tuberculosis (III). 

LrverPooL Mepicat INsTITUTION.—At Adelphi Hotel, 7.30 p.m., annual 
dinner. 

@LonDoN Marriace Guipance Councit.—At National Association for 
Mental Health, 7 p.m., Dr. S. Bockner: Psychclogical Facters in Marital 
Disharmony. 

LONDON UNiveRsITY.—At Royal Society of Medicine, 5 p.m., Semon Lecture 
by Rt. Hon. Lord Adrian, O.M., F.R.S.: Action of the Mammalian 
Olfactory Organ. 

RoyaL COLLEGE OF SURGEONS OF ENGLAND.—(1) 3.45 p.m., Arnott Demon- 
stration by Professor G. Causey: Mechanism of Respiration. (2) 5 p.m., 
Frederic Hewitt Lecture by Dr. M. H. Armstrong Davison: Ut non 
Percipiatur Dolor. 

RoyaL Eye Hospitat.—S.15 p.m., Dr. T. H. Whittington: Aspects of Re- 
fraction—IV. Hypermetropic Patients and Presbyopia. 

St. ANDREWs UNIVERSITY.—At Physiology Department, Queen’s College, 
Dundee, 5 p.m., Professor J. H. Dible: Hepatitis and Other Problems 
in the Liver. 

St. Georce’s Hospital Mepicat ScHOOL.—S5 p.m., Dr. J. H. Paterson: 
postgraduate demonstration in neurology. 

St. Joun’s HospitaL DERMATOLOGICAL SocreTy.—4.30 p.m., demonstration 
and discussion of clinical cases. 

Socirty OF APOTHECARIES OF LONDON.—4.30 p.m., Sir Horace Evans: 
Medical Aspect of Peripheral Vascular Disease; 5.45 p.m., Sir James 
Paterson Ross: Surgical Aspect of Peripheral Vascular Disease. 


Friday, November 4 


HONYMAN GILLESPIE Lecrures.—At University New Buildings, Teviot Place, 
Edinburgh, § p.m., Dr. J. S. Robson: Physiological and Therapeutic 
Control of Total Body Sodiunt: 

@INstituTe oF DeRMATOLOGy.—5.30 p.m., clinical demonstration by Dr. 
M. Feiwel: Occupational Dermatitis. 

INSTITUTE Say DISEASES OF THE CHEST.—5 p.m., clinical demonstration by 
Dr. J. Livingstone. 

mt 2 OF LARYNGOLOGY AND OroLocy.—3.30 p.m., Mr. Charles Heanley : 
Fractures of the Nose and Jaw. 

INSTITUTE OF OBSTETRICS AND GYNAECOLOGY.—4.30 p.m., Mr. W. Hawks- 
worth: Occipito-posterior Position. 

LiverPooL UNiversity.—At Arts Theatre, 5.30 p.m., Sherrington Lecture 
by Sir Henry Cohen: Sir Charles Scott Sherrington, O.M., G.B.E., M.D., 
F.R.S. (1857-1952): Physiologist, Philosopher, Poet. 

Lonpon UNIversity.—At Charing Cross Hospital Medical School, 5 p.m., 
special eer lecture in human anatomy and morphology by Dr. J. 
Hammond, F.R.S.: Growth of Animals 

POSTGRADUATE MEDICAL SCHOOL OF Lonpon. —(1) 2 -, Professor Lambert 
Rogers: Surgery of the Carotids ; (2) 4 p.m., Dr. . Goodwin: Mitral 
Valve Disease. 

Society OF MEDICAL OFFICERS OF HEALTH: WELSH BRANCH.—At B.M.A. 
House, 195, Newport Road, Cardiff, 6.30 p.m., Presidential Meeting. 


Saturday, November 5 


MipLaND THoracic Society.—At Birmingham Chest Clinic, Dr. George 
Simon: Some Pitfalls of Chest X-ray Diagnosis. 





BIRTHS, MARRIAGES, AND DEATHS 


BIRTHS 


Byron-Moore.--On October 7, 1955, in Salisbury, Southern Rhodesia, to 
Sheila, B.M., B.Ch., D.Obst.R.C.0.G., and Collie, B.M., B.Ch., a son 
and daughter. 

Foster. October 22, 1955, to Rosemary (formerly Ardis), wife of 
Dr. Peter Foster, 421, Topsham Road, Exeter, a daughter—Ruth. 

Gibb.—On October 23, 1955, at St. Bartholomew's Hospital, London, E.C., 
to Mary (formerly Feetham), wife of William Eric Gibb, D.M., F.R.C.P., 


a son. 

Hughes.—On October 15, 1955, at Goonpiper, Feock, Cornwall, to June, 
wife of Dr. E. B. Hughes, a daughter. 

Lerse.—On October 17, 1955, to Margaret Hamilton, F.F.A. R.C.S., wife 

mae Albert Lerse, of 19, Upper Wimpole Street, London, W., a son. 

Pearson.—On October 10, 1955, at 8, Dennett — Beverley, Yorks, to 
Dr. Beryl Coline Pearson (formerly Davies) and Dr. Paul Pearson, a 
son. 


MARRIAGES 


Davies—Whelan.—On October 15, 1955, at St. Catherine’s Church, 
Didsbury, L. M. Davies, L.R.C.P.&S.Ed., of Bank House, Radcliffe, to 
Catherine Whelan, S.R.N., S.C.M., of 109, Atwood Road, Didsbury, 
and Portarlington, Eire: 


DEATHS 


Bishop.—On September 30, 1955, at Whaley Cottage, Pentire Avehue, 
Newquay, Cornwall, George Spencer Armitage Bishop, M.B., 
F.R.C.S.Ed., late of Melton Mowbray, Leics. 

Da —On September 26, 1955, at a nursing-home, Archibald David- 
son, M.D., of Surrey House, Thorpe St. Andrew, ‘Norwich, Norfolk, 
aged 75. 

Higson.—On September * a? at Erniecroft, Manchester Road, Swinton, 
Lancs, Ernest Higson, B.Ch., aged 78. 

Marris.—On —— 11, 1933" Henry * Fairley Marris, M.D., M.R.C.P., of 


Bournemouth, Hants. 

Rolfe.—On September 17, 1955, at 44, St. Albans Road, Bristol, Richard 
Rolfe, M.B., B.Ch., 78. 

Stronach.—On September 24, 1955, Ian David Stronach, M.B., F.R.C.S.Ed., 
of Knight’s Cross Coftage, Newstead Abbey, Notts. 

Turner.—On September 18, ‘1955, at the Westminster Hospital, London, 
S.W., Alfred Turner, M. R.CS., L. 

Withers.—On September 20, 1955, at Epsom and Ewell Cottage Hospital, 
Samuel Anthony Withers, M-R.C.S., L.R.C.P., D.P.H., D.M.R.E., 
L.D.S., of Mulberry Cottage, Epsom Road, Ewell, Surrey. 
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We publish below a selection of those questions and 
answers which seem of general interest. It is regretted 
that it is not possible to supply answers to all questions 
submitted. 


Measuring the Blood Pressure 


Q.—Please will you tell me the best standard posture for 
the taking of blood-pressure readings for comparative pur- 
poses? Should the patient be lying flat, with the cuffed arm 
on a level with the heart, and which arm is to be pre- 
ferred ? 

A.—In 1939 committees of the British Cardiac Society 
and of the American Heart Association published a joint 
report’ on “ Standardization of Methods of Measuring the 
Arterial Blood Pressure.” The recommendations directly 
relevant to this question are that the British committee did 
not mind whether the patient was lying or sitting, provided 
he was comfortable, but the American committee preferred 
the patient to be seated. The relation of the arm to the 
heart level is not a significant source of error at arterial 
levels of pressure. If the pulse feels different on the two 
sides the blood pressure should be taken in both arms, but 
normally either arm may be used. 

The main sources of error are, however, not the sort of 
points raised in the question; more important are (a) an 
adequate period of rest before measurement, and repeated 
measurements if the pressure is labile, (b) a properly de- 
signed and applied cuff, (c) accurate placing of the stetho- 
scope over the artery, and (d) checking the systolic pres- 
sure by palpation, in case a “silent gap” is present. All 
these, and many other points, are discussed in the joint 


report quoted above. : 
REFERENCE 


1 Brit. Heart J., 1939, 1, 261. 


When Should Breast-feeding Begin ? 


Q.—! would be grateful if you could get an answer to 
this query. I have always made it a rule, in the absence 
of any special circumstance, to put a newborn baby to the 
breast as soon as possible after delivery. 1 have done this in 
the belief that an overwhelming weight of expert obstetric 
and paediatric opinion would support me. I have recently 
encountered difficulty in maintaining this rule for my 
patients in a local general-practitioner maternity unit. Be- 
fore I embark on long arguments with them I should like 
to know how my own method is viewed by responsible 
expert opinion. 

A.—There is room for a good deal of latitude in dealing 
with the problem of how soon to put a baby to the breast 
after it is born. Some sort of rule is obviously necessary 
for the guidance of nursing staff and others, but there must 
be many exceptions to any rule. The present tendency is 
not to attempt to put the baby to the breast until after a 
period of rest of six to eight hours following a normal 
delivery. : 

Analogies from nature would suggest: that suckling should 
begin very soon after birth, but these are made less rele- 
vant by the much greater trauma undergone by the human 
mother and child, and by the differences in the behaviour 
and development of the latter compared with those of the 
young of other animals. Among the arguments for putting 
the baby to the breast at once, it has been suggested that 
suckling aids in causing uterine contraction, but whatever 
value it has in this respect must be very slight, and, in these 
days of ergometrine, is of no practical importance. Early 
suckling may help to stimulate the flow of colostrum, but 
again it is of no practical importance. 

The strongest reason for not advocating an early attempt 
to put the child to the breast is probably that the less the 
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child is handled the better, for at least a few hours, 
those who have undergone any severe trauma it is espeg; 
important that they should be left quiet. It is Perhaps ex. 
pecting too much of the nursing staff to pick out those 
that should not go to the breast at once, and better to 
have a general rule that none should do so until after g 
rest. There are of course a number of infants who ap 
obviously in good shape and whose mothers wish to 
them to the breast, and an exception should be made for 
these. Furthermore, although most mothers wish to see and 
hold their baby for a minute if possible, most of them are © 
content enough after this to have a cup of tea and a Test 
before trying to do anything more, and if any amount of 
anaesthetic has been used they may not be in a state tg 
do more. 4 

The baby does not need a feed, and at the best will get 
only a few drops of colostrum; sometimes also, if no 
attempt is made to suck, it has the unfortunate effect of 
panicking the mother into thinking that there is some. 
thing wrong. Therefore, although there is nothing wr 
in the individual obstetrician making it a rule that the babies 
he himself delivers go as soon as possible to the breast, 
knowing that both mother and baby are in a fit state, yet 
in general it is probably better to make it the rule that the 
baby is only shown to the mother and then handled as litt 
as possible for a few hours. 


Friedmann’s Vaccine 


Q.—What is Friedmann’s vaccine? Can you let me have 
the details of any trial of it for tuberculosis ? 

A.—Friedmann’s vaccine was made from a tubercle 
bacillus isolated by Friedmann in 1903 from the lungs of a 
tuberculous sea-turtle. It was said to be antigenic for man 
and free from danger. It was used both prophylactically 
and for the treatment of early lung tuberculosis and surgical 
tuberculosis, It was later suggested that the organism was 
not a tubercle bacillus at all. There was a full discussion 
of this vaccine at the meeting of the British Tuberculosis 
Association in 1929.’ .At that discussion Dr. F. Nagel- 
schmidt gave an account of the use of this vaccine in’ 
Hungarian town both prophylactically and for treatment, 
It was claimed that the mortality in this town had been 
reduced from 390 per 100,000 in 1923 to 180 in 1928. The 
average for other similar towns had been 330 in 1923, and 
was 264 in 1928. Between 1925 and 1927 4,812 cases of 
pulmonary tuberculosis in the early stages were treated, of 
whom 12 were said to have died, 9 became worse, and the 
remainder were “cured.” Of 216 cases in the advanced 
stage 67 died and 109 were said to have resumed their work. 
On the other hand, 125 advanced cases were not vaccinated, 
and 115 of these died. It appears that these results were 
not generally repeated, and little more has been heard of 
this vaccine in Great Britain since the 1929 meeting. 
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Convulsions in Children in the Tropics 


Q.—Have you any suggestions for clinical differentiation 
(without laboratory assistance) of convulsions in 
children possibly due to infantile beriberi, cerebral malaria 
(both of which are common here), or tetany? Delay by 
therapeutic test may be dangerous. 


A.—No doctor should practise in the Tropics without a 
microscope, and even in the absence of a laboratory it is pre 
sumed that the questioner uses one. Even without one, 
however, it should still be possible to differentiate between 
convulsions caused by beriberi and malaria and the mus- 
cular spasms of tetany. In beriberi peripheral neuritis, 
oedema, or both will be found, but these are absent in 
uncomplicated malaria, in which, however, there will be 
fever and probably splenomegaly. 

The observation that delay by therapeutic test may be 
dangerous is difficult to understand. Therapeutic tests are 
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always highly unreliable and for this reason should be 
avoided as a means of diagnosis ; their one virtue is that 
they obviate delay in treatment, An cases in which diffi- 
culty is experienced in differentiating between beriberi and 
cerebral malaria it would be permissible and even advisable 
to administer intravenously or intramuscularly both aneurine 
and a rapidly acting malaria schizonticide such as chloro- 
quine. When the patient is able to eat it should be ensured 
that the diet is well balanced and rich in the B vitamins 
ein. 

a convulsions are unlikely to be associated with 
tetany, which will most probably be due to calcium or 
sodium deficiency or to alkalosis. The last-named may haye 
been brought on by recent vomiting, the history of which 
should be obtainable. Sodium deficiency would be asso- 
ciated with extracellular dehydration, loss of elasticity of 
the skin and subcutaneous tissue, a smal! pulse, low blood 
pressure, anorexia, nausea, and perhaps vomiting. Calcium 
deficiency gives rise to muscular irritability and to positive 
Trousseau and Chvostek signs, and may be associated with 
osteoporosis and bony malformation. 


Metabolism of Hair 

Q.—What is known about the metabolism of human 
hair ? 

A.—The chief special feature in the metabolism of human 
hair is the formation of keratin ; a certain amount is known 
about this, though by no means the whole story. For the 
formation of keratin sulphur-containing amino-acids are re- 
quired, so that cystine, tyrosine, cysteine, and methionine 
may all be of importance. This is not to say that impairment 
of hair growth is clinically attributable to a lack of these 
substances. It has been suggested that in exfoliative derma- 
titis a considerable loss of sulphur may occur in the scales 
that are shed, but the administration of cystine or methi- 
onine is probably of no clinical value even in such a case. 


Mental Changes in Disseminated Sclerosis 


Q.—What are the characteristic mental changes of dis- 
seminated sclerosis? Does the disease affect the libido and 
sexual capacity ? 


A.—Euphoria is often stated to be the commonest mental 
change in disseminated sclerosis, but this has been over- 
emphasized in many accounts of the disease. There may 
of course be lack of realization of the probable serious 
nature of the condition, but an actual sense of well-being is 
rare. Emotional lability is not infrequent, and in some 
patients with bilateral pyramidal tract lesions in the mid- 
brain pathological laughing and crying may occur. In these 
patients bouts of uncontrollable laughter or crying may 
take place, usually without the corresponding emotion of 
amusement or sadness. Diminished libido and impotence 
are fairly common in spinal foz:ms of the‘disease and may 
be an early symptom of it. 


Inheritance of Ankylosing Spondylitis 


Q.—To what extent is ankylosing spondylitis a familial 
disease and how is it inherited? Does the age of onset 
tend to follow a familial pattern ? 


A.—The incidence of ankylosing spondylitis has been 
estimated to be one per two thousand of the general popula- 
tion,’ but in patients with ankylosing spondylitis a family 
history of similar complaints in relatives can be obtained 
in approximately 10%.?* When relatives of patients with 
ankylosing spondylitis have been systematically examined 
the incidence of the disease among them has been of this 
order,’ * the incidence tending to be higher in families with 
an affected female.’ * 

_ There is evidence that this increased familial incidence 
is due to genetic factors* * and that the character concerned 


is not sex-linked but is dominant with incomplete pene- 
trance, the predominantly male incidence of the disease be- 
ing due to a penetrance of the character of approximately 
70% in males and 10% in females. The reason why 
certain genetically predisposed individuals develop the 
disease and others do not is not known. The simultaneous 
onset of symptoms of the disease in identical twins has been 
reported.’ In both instances the first symptoms occurred 
in the third decade, the most usual age of onset. Other- 
wise a familial pattern in the age of onset of the disease 
has not been specifically reported. 
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Senile Vaginitis and Dysparzunia 


Q.—A happily married couple aged 74 and 68 have sexual 
connexion about once a month. Fhe wife complains during 
the past few months of a burning pain in the vagina after the 
husband's emission, and he gets the same if he does not 
withdraw quickly. I advised him to use a condom, and with | 
that neither had pain. He brought the emission to me and 
I found the semen very alkaline to litmus. Can anything 
be done to help them? 


A.—Since normal seminal fluid is alkaline to litmus, it is 
improbable that any male abnormality could be responsible 
for this couple’s complaints. It is more likely that the wife 
has a senile vaginitis, and it is possible that the consequent 
rise in vaginal pH leaves the vaginal fluids after coitus suffi- 
ciently alkaline to be irritating to both partners. Two 
possible methods of treatment might be considered. The 
simplest would be for the wife to insert a dose of a buffered 
acid jelly—for example, “ acijel”—into the vagina shortly 
before coitus ; this would maintain the vaginal fluids after 
coitus within the acid range. The alternative method would 
be to insert pessaries of stilboestrol, 0.5 mg. nightly, so as 
to restore the atrophic mucosa to an oestrogenized state. If 
the latter method is used, it is important that it should be 
intermittent—say, for three weeks out of four—so as to 
avoid the undesirable consequences—such as uterine bleed- 
ing—-of long-continued oestrogen therapy. 


Resumption of Intercourse after Delivery 


Q.—I would be grateful if you could tell me how soon 
after her confinement a woman may safely resume normal 
sexual relations. 


A.—The resumption of normal sexual relations is usually 
best deferred until after the routine postnatal examination 
at six weeks after delivery. This is provided that this ex- 
amination shows no local lesion that contraindicates coitus 
—for example, pelvic infection—or that might make it pain-" 
ful—for example, tender perineal or vaginal scar. The 
woman should be advised that, even if menstruation has 
not returned, ovulation may have been resumed by this 
time, and she may therefore become pregnant again if con- 
traceptives are not used. 


Analeptic for Long Hours of Work 


Q.—1 have a patient who from time to time has to work 
for 48 hours at a stretch. If he went to sleep it would be 
dangerous. Could amphetamine be usefully given in these 
circumstances, and, if so, what dosage is recommended ? 
How soon would its effects wear off ? 


A.—It is highly undesirable that anyone should attempt 
to work for 48 hours at a stretch, and it is doubtful if any 
method of enabling a person to do so could be justified 
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except in an occasional emergency. In such circumstances, 
as for example during rescue work, amphetamine sulphate 
may be given in doses of 5 mg. as soon as the person begins 
to feel drowsy. The effect of this dose usually lasts for 
about six hours. There is, however, considerable individual 
variation in sensitivity, and it may be necessary to give up 
to double this amount. Amphetamine does not enable the 
need for sleep to be postponed indefinitely, and the person 
who takes it merely contracts a debt which must later be 
repaid—and the sooner the better. 


Coronary Disease in Coal-miners 


Q.—Is there any excess incidence of coronary disease in 
coal-miners that might suggest exposure to coal dust to be 
an aetiological factor in that condition ? 


A.—According to the Registrar-General the standardized 
mortality ratio in 1950 for deaths due to coronary heart 
disease was 90 for hewers and getters of coal and 78 for 
other mine-workers in coal. This suggests that coal-workers 
have slightly less coronary heart disease than the general 
population. A revent survey, however, suggests that these 
mortality statistics may underestimate the prevalence of the 
condition in miners. Clinical, electrocardiographic, and 
post-mortem investigations in groups of miners in South 
Wales have shown an unsuspectedly high prevalence of 
coronary heart disease." The prevalence found by these 
workers was higher than any previously recorded for any 
occupational group of similar age, but there is at present 
no published information strictly comparable, nor has it 
yet been possible to study the prevalence in men of com- 
parable age living in the same area who have never mined, 
so that the full significance of the finding in the above 
survey cannot be adequately assessed. There was no clear 
evidence relating coronary heart disease to simple or com- 
,plicated pneumoconiosis or to the activity in terms of years 
on the coal-face or years-underground within the age range 
55-64 examined in the survey. In view of the findings of 
Morris et ai.’ on the relationship between the incidence of 
coronary heart disease and physical activity, the high pre- 
valence of this condition in miners reported in this survey 
is surprising. 
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Local Antibiotics for Pyorrhoea 


Q.—What place has local antibiotic therapy in the treat- 
ment of acute and chronic pyorrhoea? If advised, please 
give details of which antibiotics to use, method of applica- 
tion, dosage, and duration of treatment. 


A.—Penicillin is of great value when used locally-—for 
example, in pastille or lozenge form, as originally advocated 
by MacGregor and Long,’ in the treatment of acute ulcera- 
,tive gingivo-stomatitis (Vincent’s stomatitis). There is great 
relief of pain and other symptoms within a few hours, and 
in the acute phase it is undoubtedly the most efficacious 
form of treatment. The treatment should not, however, be 
continued for more than a few days, owing to the risk ‘of 
complications—for example, black tongue—and the possi- 
bility of the development of insensitive strains. Once the 
acute phase has subsided, penicillin should be stopped, and 
other measures such as scaling, elimination of pockets, etc., 
should be initiated. In treating acute ulcerative gingivo- 
stomatitis pastilles containing 1,000 units of penicillin are 
given to the patient to keep in the mouth one at a time 
as continuously as possible, thus maintaining a high local 
concentration, This treatment could be continued up to 
four days, by which time acute signs and symptoms should 
have subsided and the treatment can be stopped. 

In chronic pyorrhoea local antibiotics are of little value, 
since the trouble is largely mechanical, food debris packing 














into pockets around teeth. Even if organisms can be 
porarily eliminated, they return at once on cessation of 4 
antibiotic, and prolonged antibiotic therapy is inadvisable, 
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NOTES AND COMMENTS 


A Good Head of Hair and Cancer.—Dr. J. Nesrietp & 
writes: I was interested in the question on the relationship 
tween cancer and “a good head of hair” (“ Any Questions ? 
September 17, p. 748). I have just lost a female patient, aged 
from lymphosarcoma. When she was first ill, eighteen mop 
ago, she had a head of thin greyish hair. During the eightes 
months she was ill the hair grew vigorously, and when she disf 
she had a massive head of dark chestnut hair, her original coloy; 7 
and no grey hair at all. The mass of hair was so great that th J 
weight was almost too much for her weakened neck to hold 
The only treatment we gave was deep x-ray therapy. The last 
five male patients I have had with cancer—two of the lung, one 
bowel, one stomach, and one prostate—all have had fine ; 
of hair, but grey. Their ages ranged from 55 to 75 years. The © 
was not even thinning on their crowns. 


Dr. J. H. Bruce (Streatham) writes: With reference to th 
question on the relationship between cancer and “a good head 
of hair ” (Any Questions ? ’” September 17, p. 748), I had unde 
my care about eighteen months ago a Jewish male patient, aged 
39 and an Esau in type, who had an inoperable carcinoma of the 
lung. I was struck by the growth in the length of his eyelashes 
during the last weeks of his illness—a fact which was noticed 
independently by his wife also. b 


Dr. C. C. SHerry (Hounslow, Middlesex) writes: In reply to 
Dr. H. Grundmann (VJournal, October 15, p. 982), 1 am unable to 
confirm that the cancer patients I observed “ had hardly a grey 
hair,” but I did gain the general impression that their hair had — 
retained its colour well. The fact that one man I saw with a 
bilateral mastitis developed a bronchial carcinoma a year later | 
also made me think of hormonal influence and cancer, but until 
there is some method of recording these facts in a scientific 
manner it is difficult to know how much importance to attach 
to them. 


Dangers of Selenium in Dandruff Shampoo.—Dr. F. F. 
HeLvier (Leeds) writes: Your answer to the question about the” 
safety of selenium sulphide shampoo in “ Any Questions?” 
(September 17, p. 748) suggests that selenium sulphide is a harm. 
less substance. In actual fact many cases of selenium poisoning ~ 
have been reported, the symptoms of which include vomiting, 
nervous signs, and the smell of garlic in the breath. I do not know — 
how far selenium is absorbed through the skin, but from the 
analogy with thallium it may well be capable of causing serious~ 
symptoms when applied externally. In addition, if used carelessly” 
it may be carried to the mouth by the fingers. It would seem, — 
therefore, wise that the makers’ instructions should be carried 


out with care. 
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Books of “ Any ?*—The second and third volumes. 
of “ Any Questions ?” are available, price each 7s. 6d. (postage — 
6d.), from the Publishing Manager, B.M.A. House, Tavistock 
Square, London, W.C.1, or through any bookseller. Each con- © 
tains some 200 selected expert answers, and the third volume 
cumulative index to the three published books. 
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